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AB Methods for inducing systemic, non-specific and/or sequence specific 
immune responses in invertebrates, e.g., marine invertebrates such as 
mollusks, porifera, ctenophora, echinodermas , marine worms, cnideria 
and preferably crustaceans that include shrimp, crab, crayfish and 
lobster, by the administration of at least one dsRNA, that confers 
immunity against a pathogen, or modulates expression of gene that 



Searcher : Shears 571-272-2528 



10/654983 



affects growth, reproduction, and general health or Robustness 1 are 
provided. Also provided are methods of identifying invertebrate 
genes, e.g., crustacean genes, the expression of which is involved in 
the induction of non-specific or systemic, antiviral and 
anti-inflammatory immune responses against pathogens. Also disclosed 
are preferred delivery systems and methods for stably administering at 
least one dsRNA to a crustacean whereby the dsRNA is administered via 
injection, immersion, in a feed or nutrient medium or 
comprised in a microorganism, e.g., yeast or microalgae, that 
expresses said dsRNA and is ingestible by said crustacean, e.g., a 
shrimp . 
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AB The manufacture of a pharmaceutical composition comprising egg yolk 
antibodies and at least one probiotic and the use thereof to 
treat diseases caused by enteric pathogens is described. In one 
embodiment the technol . is a multi-faceted therapeutic 
treatment to prevent diarrheal disease due to Clostridium difficile. 
The combination therapy comprises targeted delivery of avian 
IgY antibodies that neutralize the toxins produced by C. 
difficile (toxin A and toxin B) and nutriceuticals that restore normal 
bowel ecosystem balance and prevent the overgrowth of C. difficile. 
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AB The invention provides for methods of determining the presence, absence, 
amount of microbial contamination in grain and related products. The 
invention further provides for methods of monitoring grain and related 
products before, during, or after processing of the grain or related 
product into, for example, feed. The invention also 

provides for articles of manufacture for carrying out the claimed methods 
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AB The present invention provides methods for screening modulators of 2 
polyprenyl-3-methyl- 6-methoxy- 1 , 4-benzoquindne ( DMQ ) hydroxylation 
activity for use as antibiotics or pharmaceuticals. More 
particularly, this invention relates to identifying modulators of the 
activities of bacterial UbiF and eukaryotic CLK-1 gene products. The 
method involves using a suitable expression host with a mutation or 
deletion of the ubiF or CLK-1 gene. The mutation is complemented by 
expression of a foreign ubiF or CLK-1 gene and the host is then used 
to screen for compds . that give a phenocopy of the mutant phenotype of 
the host. Use of Escherichia coli carrying a point mutation in the 
ubiF gene as a host for expression of the Caenorhabditis elegans CLK-1 
gene is demonstrated. The system could also be used with the mouse 
Clk-1 gene, but not with the Saccharomyces ortholog COQ7 . 
The system was used to identify essential amino acids in the C. 
elegans enzyme. 
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AB The present invention provides compds. useful in the treatment and 
prophylaxis of infection in mammals and avian species by pathogenic 
agents such as, but not limited to, viruses. The present invention 
further provides compds. useful in the treatment of other disease 
conditions such as cirrhosis and hepatocellular carcinoma. The 
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present invention further provides methods for diagnosing infection by 
pathogenic organisms and viruses or other disease conditions and 
agents useful in diagnostic protocols. The present invention further 
contemplates methods for monitoring disease states and providing an 
indication of the susceptibility of a subject for infection by a 
pathogenic organism or virus or development of other diseased states. 
In particular, the present invention enables a determination of whether, 
including a prediction of the level of likelihood that, a subject will 
respond to therapeutic or prophylactic intervention of an 
infection or disease condition. 
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AB The invention provides for methods of determining the presence, absence, or 
amount of microbial contamination in an animal byproduct. The invention 
further provides for methods of monitoring animal byproducts before, 
during, or after processing of the animal byproduct into, for example, 
feed. The invention also provides for articles of manufacture for 
carrying out the claimed methods. Examples describe testing fish meal 
for microbial contamination, quantitating microbes using cpn60 
universal primers and a cpn60 universal probe, and a dipstick ELISA 
for Streptococcus. 
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AB This invention relates to monitoring high-risk environments for 
i microbes, including microbial pathogens, and more particularly to 

detecting microbes in high-risk environments by detecting microbial 
markers. The invention is based on the discovery that the presence or 
absence of a microbe in a high-risk environment can be determined quickly 
and sensitively by detecting the presence and/or concentration of a 

microbial 

Searcher : Shears 571-272-2528 



10/654983 



marker, specifically a cpn60 marker, in a sample obtained from the 
high-risk environment. Chaperonin 60 (cpn60) markers are particularly 
useful for determining the presence of a microbe in a sample and optionally 
determining a microbial profile of a sample. Chaperonin proteins 
are mol. chaperones required for proper folding of 
polypeptides in vivo. cpn60 is found universally in 

prokaryotes and in the organelles of eukaryotes, and can be used as a 
species-specific target and/or probe for identification and 
classification of microorganisms. Sequence diversity within this 
protein-encoding gene appears greater between and within 
bacterial genera than for 16S rDNA sequences, thus making cpn60 a 
superior target sequence having more distinguishing power for 
microbial identification at the species level than 16S rDNA sequences. 
Using cpn60 primers, probes, and antibodies, methods of the 
invention can include amplifying cpn60-specif ic nucleic acids and 
detecting amplification products using techniques such as fluorescence 
resonance energy transfer (FRET) . Accordingly, primers and probes for 
detecting cpn60-containing microbial species are provided by the 
invention, as are methods for using such primers and probes and kits 
containing such primers and probes. 
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AB Pleurocidin, an antimicrobial peptide originally isolated 

from the winter flounder ( Pleuronecetes americanus), was evaluated for 
potential use in food application. Eighteen microbial 
. species, including yeasts, molds, and foodborne bacterial 
pathogens, were evaluated. Liquid-based minimal inhibitory concentration 

(MIC) 

technique was used to test antimicrobial activity of the synthetic 
peptide. Hemolytic and cytotoxic effects on human cells were 
investigated using colorimetric anal. Pleurocidin was found to be 
effective against foodborne organisms including 
Vibrio parahemolyticus (MIC of 69 \M) , Escherichia coli 
0157:H7 (5.3 \XM) , Listeria monocytogenes (23 ^M) , 
Saccharomyces cerevisiae (5.5 uM) , and Penicillium expansum 
(20.6 uM) . Adtimicrobial activity occurred without significant 
hemolytic or cytotoxic effect on human intestinal cells. 
REFERENCE COUNT: 27 THERE ARE 27 CITED REFERENCES AVAILABLE FOR 
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AB The disclosed invention relates to feeds, feed 

supplements, and methods for their preparation and use that provide 
disease-controlling properties to humans, and terrestrial and aquatic 
animals. These methods and compns . have both acute and chronic 
applications. The chronic applications relate to the health of 
organisms that have primitive or poorly developed immune systems (like 
crustaceans) . The examples deal with the preparation of recombinant 
proteins in different (transformed) hosts and the uses thereof 
as feed or feed additives in induction of passive 

immunity in shrimp against viral diseases that can cause huge amount of 
economic loss in crustacean aquaculture. Animals that have a higher 
immune system (e.g. fish) can be protected in a manner analogous to 
that for the primitive immune system animals (such as shrimp) . 
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AB The invention provides a process for the fermentative production of 
L-methionine bacteria, in which for a methylenetetrahydrof olate 
reductase metF gene coding nucleotide sequence is expressed. Numerous 
microbial sources for the metY gene, including bacteria, yeast and 
fungi, are claimed. In particular, the invention provides a 
recombinant strain of Corynebacterium glutamicum in which one or more 
of the following genes is overexpressed: lysC, gap, pgk, pyc, tpi, 
metA, metB, metC, glyA, metY, metH, serC, serB, cysE, and horn. Addnl . 
one or more of the following genes is attenuated: thrB, ilva, thrC, 
ddh, pck, pgi, poxB, dapA, dapB, lysA. 
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AB Methods and compostions related to the fields of bacterid., immunol. 
and gene therapy are provided. In general modified 
microflora for the delivery of vaccines, allergens and 
therapeutics to the mucosal surfaces of the respiratory tract 
are provided. In particular, the compns . and methods are directed at 
inducing an M-cell mediated immune response to pathogenic diseases. 
Specifically, methods of vaccine preparation, delivery and mucosal 
immunization using a Lactic Acid Bacteria (LAB), yeast and LAB that 
have been modified through fusion with Escherichia coli to either 
present on its cell surface, or secrete, antigenic epitopes derived 
from pathogenic microorganisms and/or to secrete a therapeutic 
protein sequence are disclosed. 
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AB 



The invention relates to methods for L-methionine, by fermentation, using 
bacteria, in which a nucleotide sequence that codes for a methionine 
synthase (metF) (sic) gene is expressed. 
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AB The authors disclose a new class of peptides related to 

rapid replication and their use in diagnosing, preventing and treating 
disease. 
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AB The invention relates to fusion proteins comprising a 
site-directed recombinase protein and a heterologous 
protein that binds either directly or indirectly DNA at at 
least one responsive element, said fusion protein having at 
least a heterologous site-directed recombinase activity. The 
invention also relates to the corresponding polynucleotides, vector 
and kits. Thus, Escherichia coli insertion sequence IS30 transposase 
is fused to that of either cl repressor of lambda phage, the 
DNA-binding domain of eukaryotic Gli transcription factor, or Tet 
repressor. The invention also provides methods for site-directed DNA 
recombination and for the stable introduction a DNA sequence of 
interest into a recipient DNA mol . The inventors used the teleost 
fish zebrafish (Danio rerio) as a vertebrate animal model to address 
the suitability of the targeted transposition system to vertebrate 
genetics. The transposition-based recombination system does not 
restrict the size of donor DNA to be inserted into the target genomes, 
and the IS30 mediated transpositional integration is more efficient 
than existing transposase-based recombination systems. 
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AB An animal feed contains microbial biomass comprising one or 
more proteins, antibodies, therapeutics, 
or a combination thereof, wherein said proteins and 
antibodies are non-native to the microbes of the biomass. The 
proteins can be therapeutic, bioactive, or 

nutritional proteins. A vaccine can be employed in bacteria 

to immunize an animal. Alternatively, an antimicrobial compound can be 

employed in bacteria. 
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AB This invention provides methods and systems to identify enzymes that 
act as enzyme-catalyzed therapeutic activators and the 
enzymes identified by these methods. Also provided by this invention 
are compds . activated by the enzymes as well as compns . containing these 
compds . 
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The phylogenetic distribution of frataxin 
indicates a role in iron-sulfur cluster 
protein assembly 

Huynen, Martijn A. ; Snel, Berend; Bork, Peer; 
Gibson, Toby J. 

Biocomputing, EMBL/Max-Delbrueck-Center fur 
Molecular Medicine, Berlin, Germany 
Human Molecular Genetics (2001), 10(21), 2463-2468 
CODEN: HMGEE5; ISSN: 0964-6906 
Oxford University Press 
Journal 
English 

Much has been learned about the cellular pathol. of Friedreich's 
ataxia, a recessive neurodegenerative disease resulting from 
insufficient expression of the mitochondrial protein 
frataxin. However, the biochem. function of frataxin has remained 
obscure, hampering attempts at therapeutic intervention. To 
predict functional interactions of frataxin with other 
proteins we investigated whether its gene specifically 
co-occurs with any other genes in sequenced genomes. In 56 available 
genomes we identified two genes with identical phylogenetic 
distributions to the f rataxin/cyaY gene: hscA and hscB/JACl. These 
genes have not only emerged in the same evolutionary lineage as the 
frataxin gene, they have also been lost at least twice with it, and 
they have been horizontally transferred with it in the evolution of 
the mitochondria. The proteins encoded by hscA and hscB, 
the chaperone HSP66 and the cochaperone HSP20, have been shown to be 
required for the synthesis of 2Fe-2S clusters on ferredoxin in 
proteobacteria. JAC1, an ortholog of hscB, and SSQ1, a paralog of 
hscA, have been shown to be required for iron-sulfur cluster assembly 
in mitochondria of Saccharomyces cerevisiae. Combining data 
on the co-occurrence of genes in genomes with exptl . and predicted 
cellular localization data of their proteins supports the 
hypothesis that frataxin is directly involved in iron-sulfur cluster 
protein assembly. They indicate that frataxin is specifically 
involved in the same sub-process as HSP20/Jaclp. 
REFERENCE COUNT: 47 THERE ARE 47 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT \ 
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AB The present invention provides methods and compns . for treating or 
preventing allergic responses, particularly anaphylactic allergic 
responses, in subjects who are allergic to allergens or susceptible to 
allergies. Methods of the present invention utilize administration of 
microorganisms to subjects, where the microorganisms produce allergens 
and protect the subjects from exposure to the allergens until 
phagocytosed by antigen-presenting cells. Particularly preferred 
microorganisms are gram-neg. bacteria, gram-pos. bacteria, and yeast. 
Particularly preferred allergens are proteins found in 
foods, venoms, drugs and latex that elicit allergic reactions 
and anaphylactic allergic reactions in individuals who are allergic to 
the proteins or are susceptible to allergies to the 
proteins. The proteins may also be modified to 
reduce the ability of the proteins to bind and crosslink IgE 
antibodies and thereby reduce the risk of eliciting 
anaphylaxis without affecting T-cell mediated Thl-type immunity. 
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AB A novel proline iminopeptidase, a metal-dependent serine peptidase 
obtainable from Propionibacterium shermanii ATCC 9617 which has a 
calculated mol. mass of 45 kDa, is claimed. The enzyme can be prepared in 
large quantities with the use of a genetically modified microorganism. 
It is used for modifying the flavor of food products, and in 
particular for rendering the product less bitter. The P. shermanii 
pip gene was cloned, sequenced, and expressed in Escherichia coli and 
Lactococcus lactis. 
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Modulating expression of an endogenous marine 
invertebrate or pathogen gene affecting the marine 
invertebrate for inducing immunity by administering 
dsRNA comprising a homolog of the endogenous marine 
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NOVELTY - Modulating expression of an endogenous marine invertebrate 
gene or an endogenous pathogen gene affecting the marine invertebrate 
comprises administering at least one dsRNA comprising a sequence 
homologous to the endogenous marine invertebrate gene or endogenous 
pathogen gene. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a method for inducing a non-sequence specific (systemic) 
immune response in an invertebrate; 

(2) a method for inducing a sequence specific immune response and 
a non-sequence specific (systemic) immune response in an invertebrate; 

(3) a method for enhancing an RNAi response in an invertebrate 



20040422; US 
20030702; US 
20030829; US 
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elicited by a sequence-specific dsRNA that modulates expression of a 
target gene having substantial sequence identity to at least a portion 
of the sequence-specific dsRNA; 

(4) a method of identifying a shrimp gene that is necessary for 
non-specific protection against a pathogen; 

(5) a method of delivering dsRNA to a crustacean as a means of 
inhibiting the expression of an endogenous crustacean gene or 
essential gene comprised in a pathogen; and 

(6) a nutrient composition for ingestion by crustaceans 
comprising a microorganism that is non-toxic to crustaceans that 
stably expresses at least one dsRNA 

ACTIVITY - Virucide; Antibacterial; Fungicide. No biological data 
given. 

MECHANISM OF ACTION - Gene therapy; Vaccine. 

USE - The method is useful in modulating expression of an 
endogenous marine invertebrate gene or an endogenous pathogen gene 
affecting the marine invertebrate for inducing a sequence specific 
immune response and a non-sequence specific (systemic) immune response 
against virus , bacteria or fungi in an invertebrate (claimed) . 
Dwg. 0/13 
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New pharmaceutical composition comprising polyclonal 
antibodies directed against at least one 
enteric pathogen, e.g. species of Salmonella, 
Vibrio or Clostridium, useful for treating 
gastrointestinal illnesses. 
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NOVELTY - A pharmaceutical composition comprising polyclonal 
antibodies directed against at least one enteric pathogen, is 
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new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) preparing a pharmaceutical composition comprising admixing 
polyclonal antibodies directed against at least one enteric 
pathogen, and a probiotic; and 

(2) treating of preventing a gastrointestinal illness comprising 
administering to the patient the pharmaceutical composition. 

ACTIVITY - Gastrointestinal. No biological data given. 
MECHANISM OF ACTION - Antibody therapy. 

USE - The pharmaceutical composition is useful for treating a 
gastrointestinal illness (claimed) . 

ADVANTAGE - As compared to compositions comprising antibiotics, 
compositions comprising antibodies are highly effective in 
providing protection for million of years, and bacteria do no develop 
resistance to them. 
Dwg. 0/3 
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Determining microorganisms in samples, involves 
performing ligase detection reaction on nucleic acids 
of microorganism using specific probes, hybridizing 
amplified product to capture probe and detecting 
hybridized nucleic acid. 
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NOVELTY - Determining (Ml) presence of microorganisms in sample, 
involves capturing microorganisms, extracting nucleic acids from 
microorganisms, where nucleic acids is target nucleic acids, 
performing ligase detection reaction (LDR) on target nucleic acids 
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using specific pair of nucleic acid probe, hybridizing amplified 
target nucleic acids to capture probe present on a flow-through 
microarray and detecting hybridized target nucleic acid. 

DETAILED DESCRIPTION - Determining (Ml) the presence of 
microorganisms in a sample, involves: 

(1) capturing the microorganisms if present; 

(2) extracting nucleic acids from the microorganisms, where the 
nucleic acids is target nucleic acids; 

(3) performing a ligase detection reaction (LDR) on the target 
nucleic acids, comprising: 

(a) providing a pair of a first nucleic acid probe (PI) and a 
second nucleic acid probe (P2), where the first nucleic acid probe 
comprises a 3 1 located target-specific sequence I complementary to a 
distinct part of the target nucleic acid, and the second nucleic acid 
probe comprises a 5' located target-specific sequence II complementary 
to a second part of the target nucleic acid located essentially 
adjacent to and 3 1 from the target-specific sequence I, and where the 
first nucleic acid probe further comprises 5* located primer binding 
section I (PBS(I)) and possibly a stuffer, and the second nucleic acid 
probe comprises a 3 1 located primer binding section II (PBS(II)) and 
possibly a stuffer, and optionally where the first nucleic acid probe 
and/or second nucleic acid probe further comprises a region which is: 

(i) essentially complementary to a corresponding region of a 
capture probe on a microarray; and 

(ii) essentially non-complementary to the target nucleic acid 
(ZipComcode) , and which is located in between the target specific 
sequence and the primer binding section; 

(b) incubating the target nucleic acid with the first nucleic 
acid probe and the second nucleic acid probe under conditions allowing 
hybridization of complementary nucleic acids; 

(c) connecting any essentially adjacent probes, and 

(d) amplifying any connected probe nucleic acid, where 
amplification is initiated by binding of nucleic acid primer specific 
for a primer binding section, thus providing amplified target nucleic 
acids ; 

(e) hybridizing the amplified target nucleic acids of step (c) to 
a capture probe, which is present on a flow-through microarray, and 
optionally comprises a region essentially complementary to the 
ZipComcode (Zipcode) ; and 

(f) detecting the hybridized target nucleic acid of step (d) , 
where the presence of a microorganisms is determined. 

INDEPENDENT CLAIMS are also included for: 

(1) a computer program stored on compound readable medium capable 
of performing (Ml) ; 

(2) a computer comprising a computer readable medium capable of 
performing (Ml); 

(3) computer readable medium comprising a computer program 
capable of performing (Ml) ; 

(4) computer program capable of displaying a web page on a remote 
computer enabling the use of (Ml) ; 

(5) a kit for determining the presence of microorganisms, 
comprising a filter, modes for extracting nucleic acids from the 
microorganisms, modes for specifically amplifying the nucleic acids, 
modes for analyzing the amplified nucleic acids, and an instruction 
manual ; 

(6) use of at least one pair of (PI) and (P2) in (Ml); 

(7) use of filter for capturing microorganisms in (Ml) ; and 

(8) use of at least one set of two primers, where the first 
primer (primer I) is essentially identical to primer binding section 1 
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I, and the second primer (primer II) is essentially complementary to 
primer binding section II in (Ml) . 

USE - (Ml) is useful for determining presence of microorganisms 
in sample. The microorganisms is chosen from eukaryotic, prokaryotic 
and/or viral microorganisms , preferably food borne and 
waterborne microorganisms. The microorganisms is chosen from 
Escherichia, Salmonella, Shigella, Mycobacterium, Lactobacillus, 
Lactococcus, Listeria, Leuconostoc, Bacillus, Staphylococcus, 
Clostridium, Vibrio, Enterococcus , Enterobacter, Yersinia, 
Legionella, Campylobacter, Streptococcus, Micrococcus, Pseudomonas, 
Flavobacterium, Alcaligenes , Microbacterium, Acinetobacter , 
Enterobacteriaceae/Colif orms, Aspergillus, Neurospora, Geotrichum, 
Blakeslea, Penicillium, Rhizomucor, Rhizopus, Trichoderma, 
Kluyveromyces, Candida, Hansenula, Rhodotorula, Torulopsis, 
Trichosporon and Saccharomyces (claimed) . (Ml) is useful for 
identifying microorganisms that are known for contaminating 
food stuffs, dairy products, beer and other beverages. (Ml) is 
useful for identifying microorganisms chosen from algae, archaea, 
bacteria, viruses, nematodes, protozoa, microspridae and fungi 
including yeasts, moulds, and mycorrhizae. 
Dwg. 0/7 
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AB WO2004099770 A UPAB: 20041216 

NOVELTY - A prokaryotic or a eukaryotic test cell which is deficient 
in endogenous 2-polyprenyl-3-methyl-6-methoxy-l, 4-benzoquinone (DMQ) 
hydroxylation activity, and which comprises a heterologous target DMQ 
hydroxylase from a vertebrate animal or a prokaryote, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) screening for a test compound that modulates the activity of 
a CLK-1 protein; 

(2) screening for a test compound that inhibits or enhances a 
target DMQ hydroxylase activity; 

(3) treating or preventing a disease or medical condition in a 
subject; 

(4) treating a subject with an infectious disease caused by 
bacteria; 

(5) sterilizing bacteria-contaminated object or material; and 

(6) a kit, for screening for a test compound that modulates the 
activity of a target DMQ hydroxylase, comprising a test cell which is 
deficient in endogenous DMQ hydroxylation and comprises a target DMQ 
hydroxylase . 

ACTIVITY - Antiarteriosclerotic; Vasotropic; Cytostatic- 
Anorectic; Antiparkinsonian. 

No biological data given. 

MECHANISM OF ACTION - DMQ hydroxylase modulator. 

USE - The prokaryotic or eukaryotic test cell, methods and kit 
are useful for screening for a test compound that modulates the 
activity of a target DMQ hydroxylase, e.g. CLK-1 and UbiF 
protein. The compounds, compositions and methods are useful 
for treating or preventing a disease or medical condition, e.g. 
atherosclerosis, ischemia, a vascular complication of diabetes, 
cancer, obesity, Parkinson's disease, Friedreich's ataxia, or an 
infectious disease caused by bacteria, and for sterilizing 
bacteria-contaminated object or material. 
Dwg. 0/10 
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AN 2004-691064 [67] WPIDS 

AB WO2004083455 A UPAB: 20041019 

NOVELTY - Detecting the presence of infection by a pathogenic agent or 
a disease condition or a predisposition to such condition comprises 
determining the level of Toll Like Receptor (TLR)-2 and/or TLR-4 or 
their homologs, where an elevated or reduced level of TLR-2 and/or 
TLR-4 or their homologs is indicative of infection by the pathogenic 
agent or the presence of the disease condition or predisposition to 
such condition. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) a method for monitoring a response to and/or predicting the 
outcome of a therapeutic protocol directed against infection 

by a pathogenic agent or development of a disease condition and/or for 
determining whether a subject will respond to therapeutic or 
prophylactic intervention of infection by a pathogenic agent or a 
disease condition; 

(2) a method of treating a subject infected with a pathogenic 
agent or having a disease condition or having a predisposition to such 
condition; and 

(3) a pharmaceutical composition, useful for treating infection 
by a pathogenic agent or a disease condition or a predisposition to 
such condition, comprising an antagonist or agonist of TLR-2 and/or 
TLR-4 or their homologs and one or more pharmaceutical carriers and/or 
diluents. 

ACTIVITY - Antimicrobial; Hepatotropic; Cytostatic. 
No biological data given. 
MECHANISM OF ACTION - Gene Therapy. 

USE - The method is useful for detecting the presence of 
infection by a pathogenic agent or a disease condition or a 
predisposition to such condition, e.g. cirrhosis or hepatocellular 
carcinoma. The method and composition are useful for treating and 
preventing an infection or disease condition caused by a pathogenic 
agent . 
Dwg.0/12 

L9 ANSWER 6 OF 21 
ACCESSION NUMBER: 
DOC. NO. NON-CPI: 
DOC. NO. CPI: 
TITLE: 



DERWENT CLASS: 
INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
COUNTRY COUNT: 
PATENT INFORMATION: 

PATENT NO 

Searcher : Shears 571-272-2528 



WPIDS COPYRIGHT 2005 THE THOMSON CORP on STN 
2004-411596 [38] WPIDS 
N2004-326855 
C2004-154524 

Particle used as aquatic feed comprises 
alginate, non-digestible polymer, digestible polymer 
and emulsifier. 
B05 C03 D13 P14 
HAREL, M 

(ADBI-N) ADVANCED BIONUTRITION CORP 
107 



KIND DATE WEEK LA PG 



10/654983 



2004043140 


A2 


20040527 


(200438)* 


EN 


43 


















RW: 


AT 


BE 


BG 


BW 


CH 


CY 


cz 


DE 


DK 


EA 


EE 


ES 


FI 


FR 


GB 


GH 


GM 


GR 


HU 


IE 


IT 




KE 


LS 


LU 


MC 


MW 


MZ 


NL 


OA 


PT 


RO 


SD 


SE 


SI 


SK 


SL 


SZ 


TR 


TZ 


UG 


ZM 


ZW 


W: 


AE 


AG 


AL 


AM 


AT 


AU 


AZ 


BA 


BB 


BG 


BR 


BW 


BY 


BZ 


CA 


CH 


CN 


CO 


CR 


CU 


CZ 




DE 


DK 


DM 


DZ 


EC 


EE 


EG 


ES 


FI 


GB 


GD 


GE 


GH 


GM 


HR 


HU 


ID 


IL 


IN 


IS 


JP 




KE 


KG 


KP 


KR 


KZ 


LC 


LK 


LR 


LS 


LT 


LU 


LV 


MA 


MD 


MG 


MK 


MN 


MW 


MX 


MZ 


NI 




NO 


NZ 


OM 


PG 


PH 


PL 


PT 


RO 


RU 


SC 


SD 


SE 


SG 


SK 


SL 


SY 


TJ 


TM 


TN 


TR 


TT 




TZ 


UA 


UG 


US 


UZ 


VC 


VN 


YU 


ZA 


ZM 


zw 























AU 2003294244 Al 20040603 (200470) 
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WO 2004043140 A2 WO 2003-US35250 20031106 

AU 2003294244 Al AU 2003-294244 20031106 
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PATENT NO KIND PATENT NO 



AU 2003294244 Al Based on WO 2004043140 

PRIORITY APPLN. INFO: US 2002-424324P 20021107 

AN 2004-411596 [38] WPIDS 

AB WO2004043140 A UPAB: 20040616 

NOVELTY - Particle comprises alginate, non-digestible polymer, 

digestible polymer and an emulsifier. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) a microparticle (ml) or a particle (pi) which comprises (in 
weight%) : alginate (0.5-1.5, preferably 0.5-1, especially 1), 
non-digestible polymer (20-80, preferably 50-80, especially 80, 
particularly 30), digestible polymer (20-80, preferably 20-50, 
especially 20, particularly 70) and an emulsifier, where the total 
concentration of the polymers in the microparticle or particle is 

0.1-5 weight% and the emulsifier comprises a ratio to the non-digestible 
polymer of 1:10-10:1 (preferably 1:5-5:1, especially 1:2-2:1, 
particularly 2:1); 

(2) a macroparticle which comprises a starch hydrocolloid or 
polymeric protein bound by an alginate matrix comprising the 
microparticle or the particle (preferably at least one microparticle) ; 

(3) producing the microparticle or particle which comprises 
combining non-digestible polymer, digestible polymer and emulsifier to 
form a particle having a size of 1-5000 mu m; 

(4) delivery of at least one bioactive agent which comprises 
providing the microparticle or macroparticle and delivering the agent 
to at least one organism, and 

(5) a microparticle (III) which comprises alginate, non 
digestible polymer, a digestible polymer, emulsifier and at least one 
bioactive agent. 

USE - Used as a feed, food, feed 
additive and food additive for aquatic animals e.g. 
molluscs, fish, shrimp, rotifers and Artemia (claimed) . 
Dwg.0/7 
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C2005-003210 

Determining presence, absence, or amount of microbial 

contamination in grain e.g. corn or related product, 

by providing sample from grain or related product, 

determining presence, absence, or amount of microbial 

contamination in sample. 

B04 D13 D16 S03 

JONES, A M; ROBEY, W W 

(JONE-I) JONES A M; (ROBE- I) ROBEY W W 
1 



KIND DATE WEEK LA PG 

US 2004241662 Al 20041202 (200501)* 19 
APPLICATION DETAILS: 

PATENT NO KIND APPLICATION 

US 2004241662 Al US 2003-449458 



DATE 

20030530 



PRIORITY APPLN. INFO: US 2003-449458 20030530 

AN 2005-011621 [01] WPIDS 

AB US2004241662 A UPAB: 20050103 

NOVELTY - Determining (Ml) presence, absence, or amount of microbial 
contamination in grain or a related product, comprising providing 
sample from grain or related product, and determining the presence, 
absence, or amount of microbial contamination in sample, where 
presence, absence or amount of microbial contamination in sample 
indicates the presence, absence or amount, respectively of microbial 
contamination in the grain or related product, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) monitoring (M2) grain or a related product before, during, or 
after processing the grain or the related product, comprising carrying 
out the providing and determining steps of (Ml), and tailoring the 
processing based upon the presence, absence, or amount of the 
microbial contamination; 

(2) monitoring (M3) grain or animal feed, comprising 
providing a sample from the grain or feed, determining the 
presence, absence or amount of microbial contamination in the sample, 
and tailoring treatment of the grain or animal feed based 

upon the presence, absence, or amount of the microbial contamination; 
and 

(3) an article (I) of manufacture, comprising: 

(a) one or more anti-microbial antibody, where the 
antibody is attached to a solid support, and instructions for 
collecting a sample from grain or a related product and determining 
the presence, absence, or amount of microbial contamination in the 
sample; 

(b) one or more oligonucleotide, where the oligonucleotide is 
complementary to nucleic acid sequences from only one or a restricted 
number of microbial species, and instructions for collecting a sample 
from grain or a related product and determining the presence, absence, 
or amount of microbial contamination in the sample; or 

(c) one or more oligonucleotide, where the oligonucleotide is 
complementary to nucleic acid sequences from microbial species of at 
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least two genera, and instructions for collecting a sample from grain 
or a related product and determining the presence, absence, or amount 
of microbial contamination in the sample. 

USE - (Ml) is useful for determining the presence, absence, or 
amount of microbial contamination in grain or a related product, where 
the microbes are chosen from bacteria, fungi, viruses and protozoa. 
The bacterial microbe is chosen from Staphylococcus, Streptococcus, 
Pseudomonas, Escherichia, Bacillus, Brucella, Chlamydia, Clostridium, 
Shigella, Mycobacterium, Agrobacterium, Bartonella, Borellia, 
Bradyrhizobium, Ehrlichia, Haemophilus, Helicobacter, Helicobacter, 
Lactobacillus, Neisseria, Rhizobium, Streptomyces , Synechococcus, 
Zymomonas, Synechocyotis , Mycoplasma, Yersinia, Vibrio, 
Burkholderia, Franciscella, Legionella, Salmonella, Bifidobacterium, 
Enterococcus, Enterobacter, Citrobacter, Bacteroides, Prevotella, 
Xanthomonas, Xylella and Campylobacter genera. The fungal microbe is 
chosen from Aspergillus, Fusarium, Penicillium, Claviceps, 
Colletrotrichum, Cochliobolus , Helminthosporium, Microcyclus , 
Puccinia, Pyricularia, Deuterophoma, Monilia, Candida and 
Saccharomyces genera. The viral microbe is from Coronaviridae 
genus. The protozoan microbe is chosen from Acanthamoeba, 
Cryptosporidium, and Tetrahymena genera. (All claimed.) 
Dwg. 0/0 
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WO 2004024931 
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AB DE 10239308 A UPAB: 20040331 

NOVELTY - Fermentative production of at least one sulfur-containing 
fine chemical (I) by fermenting a (I ) -producing coryneform bacterium 
(A), concentrating (I) in medium or cells , then isolating it, (A) 
expresses at least one heterologous nucleotide sequence (II) that 
encodes a protein (III) with methionine synthase (metF) 
activity. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for 
preparation of a feed additive (B) that contains 
L-methionine by culturing/ fermenting an L-Met producing 
microorganisms, removing water from the fermentation broth and 
optionally also up to 100 % of the biomass, then drying the treated 
broth to recover (B) in powdered or granular form. 

USE - The method is specifically used to prepare L-methionine or 
feed additives that contain it (claimed) . More generally, (I) 
are useful in the food, feed, cosmetic and 
pharmaceutical industries . 

ADVANTAGE - The method improves production of (I) . 
Dwg.0/0 
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Influence of the growth phase and culture medium on 
the survival of Mannheimia haemolytica during storage 
at different temperatures 

Rensburg E; du Preez J C (Reprint) ; Kilian S G 
Univ Orange Free State, Dept Microbial Biochem & 
Biotechnol, POB 339, ZA-9300 Bloemf ontein, South 
Africa (Reprint) ; Univ Orange Free State, Dept 
Microbial Biochem & Food Biotechnol, ZA-9300 
Bloemf ontein, South Africa 
South Africa 

JOURNAL OF APPLIED MICROBIOLOGY, (OCT 2004) Vol. 
No. 1, pp. 154-161. 

Publisher: BLACKWELL PUBLISHING LTD, 
RD, OXFORD 0X4 2DG, OXON, ENGLAND. 
ISSN: 1364-5072. 
Article; Journal 
English 
39 

^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Aims: To quantify the influence of the growth phase, storage 
temperature and nutritional quality of the plate count 
medium on the apparent viability of Mannheimia haemolytica during 
storage at different temperatures. 

Methods and Results: Mannheimia haemolytica was grown in shake 
flasks and in aerobic continuous culture to investigate factors 
affecting cell viability during storage, which was determined using 
plate counts on different media and epif luorescence microscopy. The 
high specific death rates of cells harvested after cessation of 
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exponential growth and stored at 22, 4, -18 and -75degreesC could be 
related to the rapid onset of exponential death in batch cultures . 
Yeast extract supplementation of the culture medium increased the 
viability of cells at most of the above-mentioned storage 
temperatures. Of the total cell count in continuous culture, only 48% 
could be recovered on brain-heart infusion agar, whereas 
supplementation of the agar medium with foetal calf serum increased 
the plate count to 71% of the total count. 

Conclusions: Mannheimia haemolytica cells harvested from the 
exponential growth phase had the highest survival rate during storage 
at low temperatures. Plate count values also depended on the 
nutritional quality of the agar medium. 

Significance and Impact of the Study: Results presented here impact 
on the procedures for culture preservation and plate count enumeration 
of this fastidious animal pathogen. 
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Evaluation of antimicrobial spectrum and cytotoxic 
activity of pleurocidin for food 
applications 

Burrowes O J; Hadjicharalambous C; 
(Reprint) 

Rutgers State Univ, Dept Food Sci, 
Brunswick, NJ 08901 USA (Reprint); 

Dept Food Sci, New Brunswick, NJ 08901 USA; Rutgers 
State Univ, Ctr Adv Food Technol, New Brunswick, NJ 
08 901 USA; UMDNJ, Sch Dent, Dept Oral Biol, Newark, NJ 
USA 
USA 

JOURNAL OF FOOD SCIENCE, (APR 2004) Vol. 69, No. 3, 
pp. M66-M71. 

Publisher: INST FOOD TECHNOLOGISTS, 525 WEST VAN 
BUREN, STE 1000, CHICAGO, IL 60607-3814 USA. 
ISSN: 0022-1147. 
Article; Journal 
English 
27 

^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Pleurocidin, an antimicrobial peptide originally isolated 
from the winter flounder ( Pleuronecetes americanus), was evaluated for 
potential use in food application. Eighteen microbial 
species, including yeasts, molds, and foodborne bacterial 
pathogens, were evaluated. Liquid-based minimal inhibitory 
concentration (MIC) technique was used to test antimicrobial activity 
of the synthetic peptide. Hemolytic and cytotoxic effects on 
human cells were investigated using colorimetric analysis. Pleurocidin 
was found to be effective against foodborne organisms 
including Vibrio parahemolyticus (MIC of 69 muM) , 

Escherichia coli 0157:H7 (5.3 muM) , Listeria monocytogenes (23 muM) , 
Saccharomyces cerevisiae (5.5 muM) , and Penicillium expansum 
(20.6 muM ) . Antimicrobial activity occurred without significant 
hemolytic or cytotoxic effect on human intestinal cells. 
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Pleurocidin, an antimicrobial peptide originally isolated 
from the winter flounder ( Pleuronecetes americanus), was evaluated for 
potential use in food application. Eighteen microbial 
species, including yeasts, molds, and foodborne bacterial 
pathogens, were evaluated. Liquid-based minimal inhibitory 
concentration (MIC) technique was used to test antimicrobial activity 
of the synthetic peptide. Hemolytic and cytotoxic effects 
on human cells were investigated using colorimetric analysis. 
Pleurocidin was found to be effective against foodborne 
organisms including Vibrio parahemolyticus (MIC of 69 muM) , 
Escherichia coli 0157:H7 (5.3 muM) , Listeria monocytogenes (23 muM) , 
Saccharomyces cerevisiae (5.5 muM) , and Penicillium expansum 
(20.6 muM) . Antimicrobial activity occurred without significant 
hemolytic or cytotoxic effect on human intestinal cells. 
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NOVELTY - Forming (Ml) a substantially solid product containing a 
desired quantum of bioparticles (B) , comprising providing sample of 
(B) in liquid form, selecting a desired quantum of (B) , and forming a 
substantially solid product containing the desired quantum of (B) , 
where the product is capable of being transferred between containers 
in its solid form without loss of (B) and is capable of releasing (B) 
in a liquid, is new. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for 
a substantially solid product (I) containing desired quantum of (B) 
produced by (Ml), where the product is capable of being transferred 
between containers in its solid form without loss of the 
microorganisms, and is capable of releasing the microorganisms in a 
liquid. 

USE - (Ml) is useful for forming a substantially solid product 
containing a desired quantum of (B) chosen from microorganisms such as 
viruses, bacteria (e.g. Legionella, Salmonella, Leptospirosis, 
Escherichia preferably E.coli, Clostridium, Vibrio, 
Pseudomonas, Streptomyces , Bacillus preferably B.cereus, 
Staphylococcus, Enterobacter, Listeria), yeast, fungi ( 
Saccharomyces, Candida, Zygosaccharomyces ) , parasites 
(preferably Cryptosporidium, Giardia, Cyclospora, Toxoplasma, 
Eimeria) , protozoa, or its mixtures), cells (plant, animal cells or 
gametes), vectors (plasmids or viroids), particles containing a 
biological material (e.g. protein, peptide, 

polysaccharide, nucleic acid) or their mixtures. (Ml) is preferably 
useful for: 

(a) forming a product containing a desired quantum of a viable 
bacteria, involves providing sample of (B) in liquid form, selecting a 
quantum of bacteria in a defined volume using a cytometer, adding the 
defined volume of the bacteria as a drop to a cryogenic fluid to form 
a frozen ball containing the quantum of the bacteria, and subjecting 
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the frozen ball to f reeze-drying to form a substantially dry solid 
product containing the quantum of bacteria, where the product is 
capable of being transferred between containers in its solid form 
without loss of the bacteria, and is capable of releasing the quantum 
of viable bacteria in a liquid; and 

(b) forming a product containing a desired quantum of a 
protein, carbohydrate, polysaccharide, gene or a nucleic acid 
molecule. (I) is useful in an assay or test using a defined number of 
(B) (all claimed) . 

(I) has specific application in delivery systems for oral 
vaccines, and in the delivery of probiotics or prebiotics to a 
subject. (I) also has direct application in in vitro fertilization 
(IVF) industry, and in food and beverage industry, 

particularly where microorganisms are used as starter cultures. (I) 
preferably has applications in the fermentation of food, 
beer, and wine. 

ADVANTAGE - The quantum of (B) in the product when measured in 
two or more replicates is within a standard deviation of less than 20% 
(more preferably 2%) of the desired quantum (claimed) . The method 
allows the preparation of a substantially solid product containing a 
desired quantum of (B) in a stable format that can be easily 
manipulated while minimizing the loss of any bioparticles . The nature 
of the product allows for the simplified manipulation of (B) and for 
more accurate and reproducible results from procedures using (B) . The 
method is suitable for the automation to produce large numbers of 
products in a batch. 

DESCRIPTION OF DRAWING (S) - The figure shows a solid product 
which contains a desired quantum of bioparticles, in the form of a 
ball. 
Dwg.1/1 
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NOVELTY - A fusion protein (I) comprising a site-directed 

recombinase protein, and a heterologous protein, 

that binds DNA at least at one responsive element (RE) , is new. It has 
a heterologous site-directed recombinase activity in a system 
containing the RE. It binds to the RE and catalyzes recombination in 
the vicinity or at the DNA RE in the presence of site-directed 
recombinase targeting sequence (SDRTS) . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a recombinant polynucleotide encoding (I); 

(2) a DNA cassette comprising a promoter operably linked to the 
polynucleotide of (1); 

(3) a vector comprising the polynucleotide of (1); 

(4) an expression vector comprising at least one DNA cassette of 

(2); 

(5) a gene targeting vector comprising: 

(a) a gene encoding (I) or a polynucleotide of (1); 

(b) optionally, a promoter that is operatively linked to the 
fusion protein gene or to the polynucleotide; 

(c) optionally, a DNA responsive element recognized by the DNA 
binding domain of the fusion protein; 

(d) at least, two SDRTS recognized by the recombinase domain of 

(i); 

(e) at least, one transposable DNA sequence of interest, where 
the DNA sequence of interest is located between the two SDRTS 
sequences; or 

(f) optionally, at least one marker gene, and where one of the 
SDRTS is located between the fusion protein encoding gene or 

the polynucleotide and the DNA sequence of interest; 

(6) a kit to perform site-directed recombination, comprising at 
least: 

(a) a gene encoding (I) or a polynucleotide of (1), optionally a 
promoter that is operatively linked to fusion protein gene 

or to the polynucleotide, or a DNA cassette of (2) or a vector of (3); 

(b) a donor DNA molecule that comprises a transposable DNA 
sequence of interest, the DNA sequence of interest being flanked at 
its 5' and/or 3 1 ends by the SDRTS, the SDRTS being specifically 
recognized by the recombinase domain of the fusion protein 

encoded by a gene, a polynucleotide, a DNA cassette, or a vector; and 

(c) optionally, a recipient DNA molecule that comprises at least 
one DNA responsive element that binds the DNA-binding domain of the 
fusion protein encoded by a gene, a polynucleotide, a DNA 

cassette or a vector of (i) ; 

(7) a host cell transformed by at least one polynucleotide of 
(1), one DNA cassette of (2), one vector of (3); 

(8) an animal, except humans, comprising at least a cell of (7); 
in vitro site-directed DNA recombination, comprising combining a 

donor DNA molecule that comprises a transposable DNA sequence of 
interest the DNA sequence of interest being flanked at its 5' and/or 
3 1 ends by the SDRTS being specifically recognized by the recombinase 
domain of (I) with a recipient DNA molecule that comprises at least 
one DNA responsive element that binds the DNA binding domain of (I) 
with (I); 

(9) stable introduction of a DNA sequence of interest into at 
least one recipient DNA molecule of a cell, the recipient DNA molecule 
comprising at least one DNA responsive element that binds the 
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DNA-binding domain of (I), and the method comprising: 

(a) providing a donor DNA molecule that comprises a transposable 
DNA sequence of interest, the DNA sequence of interest being flanked 
at its 5 1 and/or 3' ends by said SDRTS being specifically recognized 
by the recombinase domain of (I); 

(b) introducing into the cell the donor DNA molecule; and 

(c) previously, simultaneously, or separately, introducing into 
the cell (I) or a gene encoding (I) or a polynucleotide of (1), 
optionally a promoter that is operatively linked to the fusion 
protein gene or to the polynucleotide or a DNA cassette of 

(2), or a vector of (3), the gene or polynucleotide being efficiently 
expressed in the cell; and 

in vivo site-directed DNA recombination, comprising combining 
into a cell a donor DNA molecule that comprises a transposable DNA 
sequence of interest, the DNA sequence of interest being flanked at 
its 5* and/or 3 f ends by SDRTS being specifically recognized by the 
recombinase domain of (I), with a recipient DNA molecule that 
comprises at least one DNA responsive element that binds the 
DNA-binding domain of (I) with (I) or a gene encoding (I) or a 
polynucleotide of (1), optionally a promoter that is operatively 
linked to the fusion protein gene or to the polynucleotide 
or a DNA cassette of (2), or a vector of (3), the gene or 
polynucleotide being efficiently expressed in the cell. 

ACTIVITY - Cytostatic. 

No biological data given. 

MECHANISM OF ACTION - Gene-Therapy. 

USE - The vector is useful as a functional transposon in 
integrating a nucleic acid sequence of interest into a genome of a 
cell, and as a medicament to perform a gene therapy to a 
patient in need of such treatment. The fusion protein, 
encoding polynucleotide, vector, DNA cassette or kit is useful for 
producing transgenic cells and/or transgenic animals, or for 
performing gene targeting, gene knock-out, gene knock-in, 
gene-trapping and/or transposon tagging. (All claimed.) The disease 
needing gene therapy is cancer. 
Dwg.0/14 
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NOVELTY - Bioactive food complex for aquatic animals 

comprising an emulsion (El) which is a solids-in-oil or oil-in-solids 
emulsion of bioactive materials that form solid phase and lipid 
soluble bioactive compounds dissolved in edible oil, and of a second 
emulsion comprising oil-in-polymer or solids-in-polymer emulsion with 
El as dispersed phase and hydrocolloid polymer as continuous phase, is 
new. 

DETAILED DESCRIPTION - Bioactive food complex (I) for 
feeding aquatic animals, comprising: 

(1) first emulsion (emulsion-1) (El) which is solids-in-oil or 
oil-in-solids emulsion of bioactive materials and powder nutrients 
that form solid phase and lipid soluble bioactive compounds dissolved 
in edible oil that form oil phase; and 

(2) second emulsion comprising oil-in-polymer or 
solids-in-polymer emulsion with El as dispersed phase and hydrocolloid 
polymer as continuous phase, where the complex is exposed to ions 
whereby the hydrocolloid polymer is ionically crosslinked and forms a 
physically stable gel matrix with El entrapped in the second emulsion, 
thereby forming bioactive food complex. 

INDEPENDENT CLAIMS are also included for the following: 

(1) controlling (Ml) and/or preventing diseases in aquatic 
animals by feeding the aquatic animals a composition 

comprising at least one probiotic bacteria and at least one inhibitory 
or regulatory compound; and 

(2) preparation (M2) of (I), comprising: 

(a) forming El comprising a solids-in-oil or an oil-in-solids 
emulsion of bioactive materials and powder nutrients forming the solid 
phase and lipid soluble bioactive compounds dissolved in edible oil 
forming the oil phase and of a second emulsion comprising an 
oil-in-polymer or solids-in-polymer emulsion with the dispersed phase 
comprising El and a hydrocolloid polymer serving as the continuous 
phase; and 
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(b) exposing the hydrocolloid polymer to ions, thereby ionically 
crosslinking the polymer forming a physically stable gel matrix, 
entrapping El in the second emulsion 

ACTIVITY - Antibacterial. 

No biological data is given. 

MECHANISM OF ACTION - Competitive exclusion, direct inhibition of 
cell-to-cell signaling molecules and direct inhibition of homoserine 
lactone and (acyl) homoserine lactone regulated processes of pathogenic 
bacteria. 

USE - (I) is useful for feeding aquatic animals. (I) is 
useful for controlling and/or preventing diseases in aquatic animals 
caused by gram negative and gram positive bacteria. (Ml) is useful for 
controlling and/or preventing diseases in aquatic animals caused by 
gram negative bacteria such as Vibrio harveyi, V. 
parahaemolyticus, V. splendidus, V. mimicus, V.cholerae, V. 
alginolyticus, V. anguillarum, Vibrio sp. or Aeromonas sp., 
or gram positive bacteria such as Streptococcus, Carnobacterium or 
Micrococcus. The pathogens are preferably controlled in the digestive 
tract of the animals or in the environment of animals including 
feed bins, feed trays, pens, stands, aquaria, tanks, 
cages, raceways, ponds, water, surfaces, and sediments of these or 
other enclosures. (All claimed). (Ml) is useful for controlling and/or 
preventing diseases in crustacean, molluscan, finfish larval, 
postlarval, juvenile and adult forms. The bacterial pathogenicity is 
inhibited by a combination of the following mechanisms of the 
probiotic bacteria such as: control of pathogens by probiotic bacteria 
by competitive exclusion such as competition for food and 
space, and by direct inhibition such as by in situ production of 
antibiotics and gram positive and gram negative bacteria; inhibition 
of virulence gene expression of gram positive and gram negative 
pathogenic bacteria by probiotic bacteria; and inhibition of 
regulation of virulence gene expression in gram negative pathogenic 
bacteria, by f uranones . 

ADVANTAGE - The combined effect of probiotic and inhibitory 
furanone provides most effective control in the hatchery environment 
and other aquatic environments. The bioactive food compounds 
provide essential micro and macro nutrients required for normal growth 
and survival of larval shrimp and eliminate the need to use live and 
fresh foods. 
Dwg. 0/0 
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005 General Pathology and Pathological Anatomy 
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English 
English 

Entered STN: 20020627 
Last Updated on STN: 20020627 
Saccharomyces boulardii is a selected strain of yeast that 
may have applications in the prevention and treatment of intestinal 
infections. The animal models and in vitro studies developed to 
elucidate the mechanisms of this protection are reviewed and 
discussed. .COPYRGT. 2002 Editions scientif iques et medicales Elsevier 
SAS. All rights reserved. 
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Product 2 and three left untreated to serve as control ponds. The 
products were screened for species composition and administered 
following manufacturer's instructions throughout the culture period of 
110 days. Product 1 contained Bacillus sp . and Saccharomyces 
sp. and Product 2 contained Bacillus sp., Nitrosomonas sp. and 
Nitrobacter sp. Water and sediment samples were collected once every 
14 days for bacteriological analyses. Various heterotrophic (total 
plate count, presumptive vibrios, protein 

mineralising, ammonifying and sulphur reducing) and autotrophic 

(ammonia oxidising, nitrite oxidising, presumptive sulphur oxidising) 
bacterial groups were estimated for their population densities in 
water and sediment. Results showed that the Bacillus spp. were 
dominant in all ponds. Sediment of ponds treated with Product 1 had 
significantly higher (P < 0.05) number of total plate count (1.24 X 
106 +- 0.27 X 106 cfu g-1) and presumptive sulphur oxidising bacteria 

(1.01 X 102 +- 0.19 X 102 cfu g-1). The average density of sulphur 
reducing bacteria (2.74 +- 0.27 cfu ml-1) in water of the control 
ponds was significantly lower (P < 0.05) than that from treated ponds. 
The average production at the end of the culture period was 
relatively, but not statistically higher in ponds treated with Product 
1 (5837.14 +- 715.22 kg ha-1) when compared with those for Product 2 

(4877.42 +- 438.46 kg ha-1) and control (5102.28 +- 262.28 kg ha-1) 
ponds . Some bacterial populations and feed conversion ratio 

(FCR) were significantly different in Product 1 ponds compared to 
others, but the economical returns were not statistically different 
between treatments. Further studies to show the benefits of using 
microbial products in commercial aquaculture farms should be conducted 
utilizing larger sample size. 
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AB The NAD+-dependent glutamate dehydrogenase (NAD-GDH) from Pseudomonas 
aeruginosa PAOl was purified, and its amino-terminal amino acid 
sequence was determined. This sequence information was used in 
identifying and cloning the encoding gdhB gene and its flanking 
regions. The molecular mass predicted from the derived sequence for 
the encoded NAD-GDH was 182.6 kDa, in close agreement with that 
determined from sodium dodecyl sulf ate-polyacrylamide gel 
electrophoresis of the purified enzyme (180 kDa) . Cross-linking 
studies established that the native NAD-GDH is a tetramer of equal 
subunits. Comparison of the derived amino acid sequence of NAD-GDH 
from P. aeruginosa with the GenBank database showed the highest 
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homology with hypothetical polypeptides from Pseudomonas 

putida, Mycobacterium tuberculosis, Rickettsia prowazakii, Legionella 

pneumophila, Vibrio cholerae, Shewanella putref aciens , 

Sinorhizobium meliloti, and Caulobacter crescentus. A moderate degree 
of homology, primarily in the central domain, was observed with the 
smaller tetrameric NAD-GDH (protomeric mass of 110 kDa) from 
Saccharomyces cerevisiae or Neurospora crassa. Comparison 
with the yet smaller hexameric GDH (protomeric mass of 48 to 55 kDa) 
of other prokaryotes yielded a low degree of homology that was limited 
to residues important for binding of substrates and for catalytic 
function. NAD-GDH was induced 27-fold by exogenous arginine and only 
3-fold by exogenous glutamate. Primer extension experiments 
established that transcription of gdhB is initiated from an 
arginine-inducible promoter and that this induction is dependent on 
the arginine regulatory protein, ArgR, a member of the 
AraC/XylS family of regulatory proteins. NAD-GDH was 

purified to homogeneity from a recombinant strain of P. aeruginosa and 
characterized. The glutamate saturation curve was sigmoid, indicating 
positive cooperativity in the binding of glutamate. NAD-GDH activity 
was subject to allosteric control by arginine and citrate, which 
function as positive and negative effectors, respectively. Both 
effectors act by influencing the affinity of the enzyme for glutamate. 
NAD-GDH from this organism differs from previously characterized 
enzymes with respect to structure, protomer mass, and allosteric 
properties indicate that this enzyme represents a novel class of 
microbial glutamate dehydrogenases. 
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NOVELTY - Cell transformation comprising applying nucleic acid (NA) to 
the cell, applying a fibrin gel to the cell so as to entrap the NA and 
transforming the cell with the NA, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a method of conducting gene therapy comprising: 
(a) applying gene therapy effective NA to a tissue; 

applying a fibrin gel to the tissue so as to entrap the NA; 



and 



and 



(b) 

(c) 
(2) 
(a) 
(b) 
(c) 

(d) 



transforming cells of the tissue with the NA; 

a method of conducting surgery on an animal comprising: 

surgically exposing internal tissue; 

applying NA to a tissue; 

applying a fibrin gel to the tissue so as to entrap the NA; 



transforming cells of the tissue with the NA, where the NA 
encodes antigens or contains peptides that induce an 
antibody or cytotoxic T lymphocyte (CTL) response to infection 
by a pathogenic microbe; 

(3) a kit comprising: 

(a) a first composition for forming a fibrin gel comprising one 

of: 

(i) fibrin monomer; 

(ii) fibrinogen or another fibrin precursor; or 

(iii) a fibrin analog; 

(b) a second composition for forming a fibrin gel comprising: 

(I) where the first composition is (i) , an agent that reverses 
the conditions which stabilize fibrin as the monomer; 

(II) where the first composition is (ii) , an agent that converts 
the fibrinogen or fibrin-precursor to fibrin; and 

(III) where the first composition is (iii), a fibrin-related 
molecule that forms a gel with the fibrin-analog; and 

(c) composed separately in a third composition or incorporated 
into the first or second composition, a gene therapy amount 

of NA; where the fibrin gel formed of the first and second 
compositions is effective to entrap the NA in the vicinity of a cell 
or tissue; and 

(4) a method of conducting gene therapy comprising: 

(a) transforming or transfecting cells with a NA to create 
recombinant cells; 

(b) implanting the. recombinant cells into an animal; and 

(c) applying a fibrin gel to entrap recombinant cells at a 
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desired location within the animal. 

USE - The transformed cells can be implanted into an animal for 
gene therapy (claimed) . The NA may encode antigens or 
contain peptides that induce an antibody or CTL 

response to infection by a pathogenic microbe that is a member of the 
genus Streptococcus , Staphylococcus, Bordetella, Corynebacterium, 
Mycobacterium, Neisseria, Haemophilus , Actinomycetes , Streptomycetes , 
Nocardia, Enterobacter , Yersinia, Fancisella, Pasturella, Moraxella, 
Acinetobacter, Erysipelothrix, Branhamella, Actinobacillus, 
Streptobacillus, Listeria, Calymmatobacterium, Brucella, Baccillus, 
Clostridium, Treponema, Escherichia, Salmonella, Kleibsiella, 
Vibrio, Proteus, Erwinia, Borrelia, Leptospira, Spirillum, 
Campylobacter, Shigella, Legionella, Pseudomonas, Aeromonas, 
Rickettsia, Chlamydia, Borrelia, Mycoplasma, Helicobacter, 
Saccharomyces, Kluveromyces, Candida, or Pneumocytis 

(claimed) . The method can also be used e.g. to create cells, such as 
plant cells, that produce a desirable product (such as a 
protein or a small molecule produced as a result of the 
transforming event) . 

ADVANTAGE - By using fibrin compositions, the NAs can be 
maintained locally at a high concentration in the solid gel produced 
by the sealant, thereby increasing the efficiency of transfection or 
transformation of cells. The fibrin gel is tolerant of a number of 
agents used as adjuvants in the transfection or transformation of 
cells . 
Dwg.0/0 
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^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB In contrast to the mitochondrial proton-translocating NADH-quinone 

oxidoreductase complex I!, which consists of at least 43 different 
subunits, the internal rotenone-insensitive NADH-quinone 
oxidoreductase (Ndil) of Saccharomyces cerevisiae is a 
single polypeptide enzyme. The NDI1 gene was stably 

transfected into the human embryonal kidney 293 (HEK 293) cells. The 
transfected NDI1 gene was then transcribed and translated in the HEK 
293 cells to produce the functional enzyme. The immunochemical and 
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immunofluorescence analyses indicated that the expressed Ndil 
polypeptide was located to the inner mitochondrial membranes. 
The expression of Ndil did not alter the content of existing complex I 
in the HEI 293 mitochondria, suggesting that the expressed Ndil enzyme 
does not displace the endogenous complex I. The NADH oxidase activity 
of the NDIl-transfected HEK 293 cells was not affected by rotenone but 
was inhibited by flavone. The ADP/O ratios coupled to NADH oxidation 
were lowered from 2.4 to 1.8 by NDIl-transf ection while the ADP/O 
ratios coupled to succinate oxidation (1.6) were not changed. The 
NDIl-transfected HEK 293 cells were able to grow in media containing a 
complex I inhibitor such as rotenone and l-methyl-4-phenylpyridinium 
ion. The potential usefulness of incorporating the Ndil 
protein into mitochondria of human cells is discussed. (C) 
1999 Elsevier Science B.V. All rights reserved. 
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AB The Bacillus subtilis dciA operon encodes a dipeptide transport 

complex that is induced rapidly as cells enter stationary phase and 
initiate sporulation. Expression of this operon in growing cells is 
repressed by glucose, by a mixture of amino acids, and by the AbrB 
protein. A genetic screen was devised to identify mutations 
that allow inappropriate expression from the dciA promoter during 
growth. These mutations resulted in increased dciA transcription 
during growth in nutrient broth, in minimal amino acids medium, and in 
minimal glucose medium. Some of the mutations, called dcs (dciA 
control site) , were cloned and shown by sequence analysis to cluster 
near the start site of dciA transcription. Primer extension and in 
vitro transcription analysis revealed that the dcs mutations did not 
create a new promoter. These mutations may therefore disrupt an 
operator site necessary for the binding of a negative regulator 
responsive to the nutritional state of the cell. The dcs 
mutant promoters were still subject to AbrB control, suggesting that 
the dciA operon is regulated by at least two proteins, AbrB 
and a nutritionally responsive regulator. The gene(s) for 
the putative nutritional regulator may be defined by the cod 
(control of dciA) mutations, which appeared to relieve amino acid and 
glucose repression of dciA by altering a diffusible factor. An abrB 
cod double mutant exhibited high-level expression of dciA during 
exponential growth phase. 

(FILE 'MEDLINE 1 ENTERED AT 15:37:30 ON 02 MAY 2005) 
L10 5614 SEA FILE=MEDLINE ABB=ON PLU=ON SACCHAROMYCES/CT 



Searcher : Shears 571-272-2528 



10/654983 



Lll 


9747 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU=ON 


YEASTS/ CT 


L12 


114879 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU=ON 


PROTEINS/CT 


L13 


81375 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU=ON 


PEPTIDES/CT 


L14 


63059 


SEA 


FILE-MEDLINE 


ABB=ON 


PLU=ON 


ANTIBODIES/ CT 


L15 


694 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU=ON 


(L10 OR Lll) AND (L12 






L13 


OR L14) 








L16 


13982 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU=ON 


FOOD/CT 


L17 


24193 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU=ON 


NUTRITION/CT 


L18 


6 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU=ON 


L15 AND (L16 OR L17) 



L10 


5614 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU= 


: ON 


SACCHAROMYCES/CT 




Lll 


9747 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU= 


=ON 


YEASTS/CT 




L12 


114879 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU= 


=ON 


PROTEINS/CT 




L13 


81375 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU= 


=ON 


PEPTIDES/CT 




L14 


63059 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU= 


=ON 


ANTIBODIES/CT 




L15 


694 


SEA 
L13 


FILE=MEDLINE 
OR L14) 


ABB=ON 


PLU= 


=ON 


(L10 OR Lll) AND 


(L12 OR 


L19 


12 


SEA 


FILE=MEDLINE 


ABB=ON 


PLU= 


=ON 


L15 AND (THERAPY 


OR 






THERAPEUTIC USE) /CT 











L20 



17 L18 OR L19 



L20 ANSWER 1 OF 17 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AB 



MEDLINE on STN 
2000431243 MEDLINE 
PubMed ID: 10944784 

Treatment of adjuvant arthritis in mice with yeast 
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Yeast Cu/Zn superoxide dismutase (SODy) was used for treatment of 
adjuvant-induced arthritis in mice. SODy was applied 
intraperitoneally (i.p.) in doses of 10 mg/kg (30,000 U/kg) and 30 
mg/kg (90,000 U/kg) one or three times daily on consecutive days. It 
was very effective in reducing the paw swelling whether administered 
before or immediately after induction or when the treatment began at 
the onset of inflammation or at the peak of the arthritic process. 
The effect of yeast SOD was compared to that of commercial SOD from 
bovine erythrocytes (SODb) , as well as with indomethacin treatment. 
Histological data confirmed the antiinflammatory effect of yeast SOD. 
The schedules and doses tested did not elicit anti-SOD antibodies in 
serum. 
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BACKGROUND: We examined the cholesterol-lowering effects of a 
proprietary Chinese red-yeast-rice supplement in an American 
population consuming a diet similar to the American Heart Association 
Step I diet using a double-blind, placebo-controlled, prospectively 
randomized 12-wk controlled trial at a university research center. 
OBJECTIVE: We evaluated the lipid-lowering effects of this 
red-yeast-rice dietary supplement in US adults separate from effects 
of diet alone. DESIGN: Eighty-three healthy subjects (46 men and 37 
women aged 34-78 y) with hyperlipidemia [total cholesterol, 5.28-8.74 
mmol/L (204-338 mg/dL) ; LDL cholesterol, 3.31-7.16 mmol/L (128-277 
mg/dL) ; triacylglycerol, 0.62-2.78 mmol/L (55-246 mg/dL); and HDL 
cholesterol 0.78-2.46 mmol/L (30-95 mg/dL)] who were not being treated 
with lipid-lowering drugs participated. Subjects were treated with 
red yeast rice (2.4 g/d) or placebo and instructed to consume a diet 
providing 30% of energy from fat, <10% from saturated fat, and <300 mg 
cholesterol daily. Main outcome measures were total cholesterol, 
total triacylglycerol, and HDL and LDL cholesterol measured at weeks 
8, 9, 11, and 12. RESULTS: Total cholesterol concentrations decreased 
significantly between baseline and 8 wk in the red-yeast-rice-treated 
group compared with the placebo-treated group [ (X+/-SD) 6.57+/-0.93 
mmol/L (254+/-36 mg/dL) to 5.38+/-0.80 mmol/L (208+/-31 mg/dL); P < 
0.001]. LDL cholesterol and total triacylglycerol were also reduced 
with the supplement. HDL cholesterol did not change significantly. 
CONCLUSIONS: Red yeast rice significantly reduces total cholesterol, 
LDL cholesterol, and total triacylglycerol concentrations compared 
with placebo and provides a new, novel, food-based approach to 
lowering cholesterol in the general population. 



Entered STN: 
Last Updated 



Searcher : Shears 571-272-2528 



10/654983 



L20 ANSWER 3 OF 
ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



valuable new tools for cell 



AUTHOR: 
CORPORATE 

SOURCE: 



SOURCE: 



ED 



AB 



17 MEDLINE on STN 

1999005757 MEDLINE 
PubMed ID: 9789328 
Proteasome inhibitors: 
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Proteasomes are major sites for protein degradation in eukaryotic 
cells. The recent identification of selective proteasome inhibitors 
has allowed a definition of the roles of the ubiquitin-proteasome 
pathway in various cellular processes, such as antigen presentation 
and the degradation of regulatory or membrane proteins. This review 
describes the actions of these inhibitors, how they can be used to 
investigate cellular responses, the functions of the proteasome 
demonstrated by such studies and their potential applications in the 
future . 
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In 4 out of 16 patients receiving recombinant human granulocyte 
macrophage colony stimulating factor (rhGM-CSF) in phase I/II studies 
antibodies developed to the recombinant protein. The antibodies react 
with sites on the native protein backbone which are normally protected 
by O-linked glycosylation but which are exposed in rhGM-CSF produced 
in yeast and Escherichia coli. Antigenicity of recombinant human 
proteins due to non glycosylation may have relevance to the choice of 
host system for production of factors for clinical use. 
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We investigated the effects of various test conditions on broth macro- 
and microdilution susceptibility test results for several species of 
yeasts with a new antifungal agent, cilofungin. As the pH decreased 



AUTHOR: 

CORPORATE SOURCE 
SOURCE: 



PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE: 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



Entered STN: 
Last Updated 



Searcher : Shears 571-272-2528 



10/654983 



from 7.4 to 3.0, 50% inhibitory concentrations (ICl/2) increased up to 
64-fold. This effect was unrelated to yeast growth rate, solvent 
concentration, or choice of buffer. Broth microdilution results for 
42 Candida albicans isolates at pH 7.4 in synthetic amino acid medium, 
fungal (SAAMF) , showed ICl/2 results from 0.08 to 2.5 micrograms /ml, 
whereas at pH 3.0 the results were 5.0 or 10.0 micrograms/ml . 
Fungicidal concentrations were closer to MIC results at the lower pH, 
i.e., an average of 16-fold above the MIC at pH 3.0, compared with an 
average 256-fold difference at pH 7.4. Two strains that had very 
different ICl/2 results at pH 7.4 and identical ICl/2 results at pH 
3.0 were found to be equally susceptible to cilofungin therapy in 
rats. In additional studies, other medium effects were demonstrable, 
with yeast nitrogen broth and minimal essential medium generally 
yielding higher results than two other synthetic media (SAAMF and RPMI 
1640 medium) . However, susceptibility results did not change with 
inoculum between 10(2) and 10(5) yeast cells per ml or temperature 
between 30 and 37 degrees C. These studies indicate that pH is an 
important influence on in vitro rank order susceptibility of 
pathogenic yeasts to cilofungin. 
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antibacterial activity against Gram-positive bacteria and Neisseria 
gonorrhoeae. Parenteral administration gives a high degree of 
protection against experimental infections in mice. It also shows 
some chemotherapeutic activity when given rectally. 
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The aims of this study were (i) to identify alternative Mx stimulatory 
compds. in Atlantic salmon (Salmo salar L. ) and to characterize the 
kinetics and intensity of the stimulated responses and (ii) to 
investigate the effect of temperature on such responses by semi-quant. 
RT-PCR. Mx transcripts were measured in Atlantic salmon parr kept at 
14° C and injected with either LPS, the synthetic 
double-stranded polyribonucleotide poly I:C, Vibrio 
anguillarum serotypes I and II-ordalii bacterin, p-glucan, whole 
yeast cells or yeast RNA. Sampling periods lasted until transcripts 
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were undetectable or up to three weeks after immunization. The effect 
of temperature on poly I:C-induced Mx response was studied by injecting parr 
kept at 6. Newly hatched salmon fry were immersed once, twice or 
three times in the Vibrio bacterin diluted five or 10 times 
and sampled for three weeks. None of the yeast compds . induced Mx 
expression in Atlantic salmon parr. LPS induced a very low Mx 
response 2 and 3 days after injection. The Vibrio bacterin 
administered by injection in parr (but not by immersion in fry) 
resulted in strong Mx induction on days 2 and 3, disappearing by day 
6. Poly I: C-induced Mx responses that were more intense and longer 
lasting than those induced by the bacterin, peaking on day 3 and 
lasting over 6 days, disappearing by day 9 at 14. Lower temperature caused 
a longer lasting Mx response to poly I:C (at least 21 days), which 
peaked on days 7-14, with a similar intensity and no delayed onset as 
compared with the response at 14. However, some toxicity of the poly 
I:C was indicated in treatments at 6. 
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AB Rainbow trout (O. mykiss) were injected with a variety of potential 
inflammatory agents, and changes in the concns . of plasma 
proteins were sought in polyacrylamide gels in which plasma 
proteins had been electrophoresed. Bacteria, viruses, and 
yeast all induced changes in plasma protein profiles. 
Increases were first evident 2 days after injections, and most were 
evident within 1 wk. The greatest number of changes occurred after 
injection with a Vibrio bacterin emulsified in Freund's 
incomplete adjuvant. While some proteins increased and 
others decreased following several treatments, other 
proteins changed only in response to injections of viruses or 
viral proteins, and others changed in response to bacterial 
components. Some proteins that increased after yeast 

injection decreased after injection of viral components. The partial 
amino acid sequence of one increased protein identified it 
as haptoglobin. 
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AB A method of determining the cellular or genetic target of an antimicrobial 
compound includes cloning of a bacterial gene into an expression vector 
with an inducible promoter and determining whether increasing expression of 
the cloned gene in the cell will result in resistance to an 
antimicrobial compound Also, the method can include incorporation of 
every gene of a bacterial strain into expression vectors having an 
inducible promoter, induction, treating with an 

antimicrobial compound, isolating the gene clone that confers cells 
resistant to the compound, and determining the identity of the resistant 

gene 

by various methods including DNA microarrays and gene sequencing. 
Specifically, the genes are f luorescently tagged and plated onto 
microtiter plates for testing with antimicrobial compds . Microbial 
growth is compared using min. inhibitory concentration of the antimicrobial 
agent. In one embodiment, a method of constructing a gene expression 
library of a bacterial strain is provided in which every open reading 
frame of the genome may be cloned into an expression vector under the 
control of an inducible promoter to identify resistant clones from the 
library and, therefore, the antimicrobial compound targets. The 
expression vector contains a Pxyl/tet regulatory system. 
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AB WO2004041310 A UPAB: 20040621 

NOVELTY - Synthesizing chemoselectively a carbohydrate dendrimer (CD) 
conjugate having a specific structure containing a functional 
dendrimer, a residue of a carbohydrate, and a residue of an 
immunomodulating substance. 

DETAILED DESCRIPTION - Synthesizing (Ml) chemoselectively a 
carbohydrate dendrimer (CD) conjugate having a specific structure (I) 
containing a functional dendrimer, a residue of a carbohydrate, and a 
residue of an immunomodulating substance, comprising identifying a 
chemoselective group on carbohydrate residue, binding residue to the 
dendrimer, identifying a chemoselective group on residue of 
immunomodulating substance, and binding the immunomodulating 
substance. 

(E f )m-A-(L' )n (I) . 

A = functional, multivalent dendrimer or a conjugate of two or 
more functional, multivalent dendrimers; 

E f = residue of a carbohydrate E or its derivative or fragment; 
L f = residue of an immunomodulating substance L; 
m = integer equal to or larger than 1; and 
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n = integer equal to or larger than 1. 

If more than one E 1 or L' is present it could be the same or 
different, the method involves: 

(a) identifying and/or introducing a chemoselective group on E; 

(b) binding E to A in a chemoselective manner so that over 75 % 
of the product (E'Jm-A contains A coupled to E 1 by the chemoselective 
group on E, where the molar ratio between E 1 and A is pre-determined; 

(c) identifying and/or introducing a chemoselective group on L; 

and 

(d) binding L to (E')m-A in a chemoselective manner so that over 
75 % of the product (E 1 ) m-A- (L 1 ) n contains A coupled to L' by the 
chemoselective group on L, where the molar ratio between A 1 and L is 
pre-determined, where the numbers of E 1 and L 1 moieties conjugated 
directly to A are independent of each other. 

INDEPENDENT CLAIMS are also included for: 

(1) synthesizing (M2) an intermediate compound with the formula 
(X) , where A has at least one surface group that is not connected to 
an E 1 group; 

(2) a CD conjugate (I) having the structure (XI), if more than 
one L 1 or E* is present it could be the same or different, where 
optionally the dendrimer A is not dendrimeric poly-lysine; 

(3) an intermediate compound with the formula (X) , where A has at 
least one surface group that is not connected to an E' group; 

(4) an antibody (II) raised against (I) and/or E 
obtained by using (I); 

(5) a vaccine composition (III) comprising (I) ; 

(6) a library (IV) comprising two or more of (I); and 

(7) a pharmaceutical composition comprising (I) or (II) . 
(E')m-A (X) 

E 1 , A and m = as described in (Ml) . 
( E 1 ) m-A- ( L 1 ) n (XI) 

A = functional, multivalent dendrimer or a conjugate of two or 
more functional, multivalent dendrimers; 

E 1 = residue of a carbohydrate E or its derivative or fragment; 

L f = residue of an immunomodulating substance L; 

m = 1 and/or 2 or 3; and 

n = integer equal to or larger than 1. 

ACTIVITY - Antibacterial; Virucide; Fungicide; Hepatotropic; 
Anti-HIV; Cytostatic. 

No biological data is given. 

MECHANISM OF ACTION - Vaccine; Inhibitor of bacterial adhesion, 
and toxin action (claimed) . 

USE - (Ml) is useful for synthesizing chemoselectively a CD 
conjugate having the structure: ( E 1 ) m-A- ( L 1 ) n , where E originates 
from bacterial antigens, such as those related to e.g Haemophilus sp., 
Escherichia coli ssp, Salmonella sp., Klebsiella sp., Bordetella sp., 
Pseudomonas sp . , Chlamydia sp., Neisseria sp., Vibrio cholerae, 
Shigella sp., Proteus sp., Brucella sp., Streptobacillus sp., Yersinia 
sp., Streptococcus sp., Staphylococcus sp., Legionella pneumophila, 
Serratia marcescens, Campylobacter sp., Actinobacillus sp . , Mannheima 
sp., Pasteurella sp., Citrobacter sp . or Helicobacter sp. . E 
originates from bacterial antigens, such as e.g. those related to 
enterobacteriaceae or respiratory bacteria, such as e.g. Salmonella 
enterica and all its serotypes, Escherichia coil, Yersinia 
enterocolitica and Campylobacter jejuni, HA(M)P group of bacteria, 
such as e.g. Actinobacillus pleuropneumoniae, Haemophilus somnus, 
Mannheimia naemolytica, Pasteurella multocida, Haemophilus parasuis, 
Mannheimia sp., Citrobacter sp. or Helicobacter sp. . E originates from 
viral antigens, such as e.g. those related to HIV, hepatitis virus or 
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influenza virus. E originates from the Tn-carbohydrate found in the 
glycan moieties of gp 120 of HIV, from fungal antigens , such as e.g. 
those related to mannans or carbohydrates from Saccharomyces spp . , 
from neoplastic, tumor or cancer antigens. E originates from 
cancer-related glycopeptides Tn ( alpha -GalNac-Ser/Thr ) and Thomsen 
Friedenreich (T) ( beta -Gal (1-3)- alpha GalNAc-Ser/Thr ) antigens and 
their sialylated derivatives, and glycolipids such as e.g. acidic 
glycolipids or neutral glycolipids and their sialylated derivatives, 
from non-pathogenic, naturally occurring carbohydrates being parts of 
carbohydrate-lectin pairs, such as e.g. galactose, mannose, glucose, 
and their N-acetylated derivatives, and sialic acid from CD-I-binding 
substances or from CD 1 antigen binding glycolipid. (I) is useful in 
the production of antibodies against E, as a targeting compound, in 
medicine, in inhibition of bacterial adhesion, inhibition of toxin 
action such as e.g. glycosphingolipid-specif ic VT2 toxins and other 
such bacterial toxins with binding activities toward cell-surface 
carbohydrates of the host, or inhibition of carbohydrate-mediated 
virus entry into host cells, in diagnostic assays, in assays for the 
detection of antibodies against E, and in high- throughput screening. 
(I) is useful for producing antibodies against (I) and/or E by 
immunizing an animal with (I) . The animal is chosen from humans, mice, 
rats, rabbits, sheep, non-human primates and poultry. (Ill) is useful 
as a vaccine in animals, such as e.g. fish, pigs, sheep, humans, 
non-human primates and cattle. (IV) is useful for mapping of 
immunogenic determinants. (I) and (II) are useful for treating and/or 
preventing bacterial diseases such as e.g. infection with bacteria, 
viral diseases such as infection with HIV, hepatitis or influenza, 
fungal diseases and certain types of cancer such as carcinomas or 
melanomas, by administering (I) or (II) to an animal (all claimed) . 

ADVANTAGE - (Ml) enables fast and efficient synthesis of 
dendrimer conjugates having a well-defined chemical structure. 
Dwg. 0/0 
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TITLE: An assessment of immunostimulants as Mx inducers in 

Atlantic salmon (Salmo salar L.) parr and the effect of 
temperature on the kinetics of Mx responses. 
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J; Ellis A E 

CORPORATE SOURCE: Marine Laboratory, Victoria Road, Aberdeen AB11 9DB, 
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Journal code: 9505220. ISSN: 1050-4648. 
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DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200409 

ENTRY DATE: Entered STN: 20040625 
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AB The aims of this study were (i) to identify alternative Mx stimulatory 
compounds in Atlantic salmon (Salmo salar L. ) and to characterise the 
kinetics and intensity of the stimulated responses and (ii) to 
investigate the effect of temperature on such responses by 
semi-quantitative RT-PCR. Mx transcripts were measured in Atlantic 
salmon parr kept at 14 degrees C and injected with either LPS, the 



Searcher 



Shears 



571-272-2528 



10/654983 



synthetic double-stranded polyribonucleotide poly I:C, Vibrio 
anguillarum serotypes I and II-ordalii bacterin, beta-glucan, whole 
yeast cells or yeast RNA. Sampling periods lasted until transcripts 
were undetectable or up to three weeks after immunisation. The effect 
of temperature on poly I:C-induced Mx response was studied by 
injecting parr kept at 6 degrees C. Newly hatched salmon fry were 
immersed once, twice or three times in the Vibrio bacterin 
diluted five or 10 times and sampled for three weeks. None of the 
yeast compounds induced Mx expression in Atlantic salmon parr. LPS 
induced a very low Mx response 2 and 3 days after injection. The 
Vibrio bacterin administered by injection in parr (but not by 
immersion in fry) resulted in strong Mx induction on days 2 and 3, 
disappearing by day 6. Poly I: Oinduced Mx responses that were more 
intense and longer lasting than those induced by the bacterin, peaking 
on day 3 and lasting over 6 days, disappearing by day 9 at 14 degrees 
C. Lower temperature caused a longer lasting Mx response to poly I:C 
(at least 21 days), which peaked on days 7-14, with a similar 
intensity and no delayed onset as compared with the response at 14 
degrees C. However, some toxicity of the poly I:C was indicated in 
treatments at 6 degrees C. 
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CORPORATE SOURCE: J.R. Nicoli, Departmento de Microbiologia, Instituto de 

Ciencias Biologicas, Universidade Federal de Minas 

Gerais, CP. 428, 30161-970 Belo Horizonte, MG, Brazil. 

jnicoli@mono . icb.ufmg.br 
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DOCUMENT TYPE: Journal; Article 
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AB As is the case for Saccharomyces boulardii, 

Saccharomyces cerevisiae W303 protects Fisher rats against 
cholera toxin (CT) . The addition of glucose or dinitrophenol to cells 
or S. boulardii grown on a nonf ermentable carbon source activated 
trehalase in a manner similar to that observed for S. cerevisiae. The 
addition of CT to the same cells also resulted in trehalase 
activation. Experiments performed separately on the A and B subunits 
of CT showed that both are necessary for activation. Similarly, the 
addition of CT but not of its separate subunits led to a cyclic AMP 
(cAMP) signal in both S. boulardii and S. cerevisiae. These data 
suggest that trehalase stimulation by CT probably occurred through the 
cAMP-mediated protein phosphorylation cascade. The 
requirement of CT subunit B for both the cAMP signal and trehalase 
activation indicates the presence of a specific receptor on the yeasts 
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able to bind to the toxin, a situation similar to that observed for 
mammalian cells. This hypothesis was reinforced by experiments with 
1251- labeled CT showing specific binding of the toxin to yeast cells. 
The adhesion of CT to a receptor on the yeast surface through the B 
subunit and internalization of the A subunit (necessary for the cAMP 
signal and trehalase activation) could be one more mechanism 
explaining protection against the toxin observed for rats 
treated with yeasts. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Two Lactobacillus plantarum strains of human intestinal origin, 

strains 299 (= DSM 6595) and 299v (= DSM 9843), have proved to be 
efficient colonizers of the human intestine under experimental 
conditions, These strains and 17 other L, plantarum strains were 
tested for the ability to adhere to cells of the human colonic cell 
line HT-29, L, plantarum 299 and 299v and nine other L, plantarum 
strains, including all six strains that belong to the same genetic 
subgroup as L, plantarum 299 and 299v, adhered to HT-29 cells in a 
manner that could be inhibited by methyl-alpha-D-mannoside . The 
ability to adhere to HT-29 cells correlated with an ability to 
agglutinate cells of Saccharomyces cerevisiae and 
erythrocytes in a mannose-sensitive manner and with adherence to 
D-mannose-coated agarose beads, L, plantarum 299 and 299v adhered to 
freshly isolated human colonic and ileal enterocytes, but the binding 
was not significantly inhibited by methyl-alpha-D-mannoside. Periodate 
treatment of HT-2 9 cells abolished mannose-sensitive 

adherence, confirming that the cell-bound receptor was of carbohydrate 
nature, Proteinase K treatment of the bacteria also 
abolished adherence, indicating that the binding involved 
protein structures on the bacterial cell surface, Thus, a 
mannose-specific adhesin has been identified in L, plantarum; this 
adhesin could be involved in the ability to colonize the intestine. 
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AB 



liver 



Reporter gene systems that can be used to non-invasively monitor 
inflammation in an individual are described for use in the monitoring 
of the disease and selection of therapies, e.g. in support 
of transplants. Also disclosed are composition related to in vivo 
monitoring of inflammation, as well as transgenic animals and cell 
lines useful for such. The method uses a reporter gene under a 
control of a promoter regulated by inflammatory responses. The 
reporter generates a light signal, e.g. a luciferase. Use of a 
luciferase reporter under control of the promoter of the cox2L 
promoter is demonstrated in mice. The expression construct was 
delivered with an adenoviral vector. Concentration of the virus in the 

c 

was prevented using complement C3-deficient mice. The use of 
alternative targeting ligands, such as CD40 ligand, to direct the 
vector to a specific tissue is demonstrated. 
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AB Living cells can be used to identify or quantify bioactive conditions, 
including without limitation, chems . , biol. pathogens, and 
environmental conditions, such as pH, in samples based on changes in, 
for example, cell color, morphol. and/or physiol. Such changes can be 
directly detected or detected with the aid of instrumentation. One 
embodiment of the method comprises exposing a system to a bioactive 
condition, such as a chemical agent, a biol. pathogen, an environmental 
condition, such as pH, etc., and combinations of such conditions. The 
system then exhibits a response to the bioactive condition. The 
response of the system, or a portion thereof, to the bioactive 
condition is then represented, such as by digital images. The method 
then involves attempting to classify a scenario by database 
comparison. Classification can be in terms of numeric or 
non-numerical classifiers. Typically, the system comprises living 
cells. Living cells useful for practicing the method experience a 
detectable change in response to an interaction with a bioactive 
condition.. A likely living cell for use with the method and apparatus of 
the present invention is a chromatophore . The present method has a 
number of uses, including classifying unknown drug candidates, 
classifying unknown toxins, classifying chemical warfare agents, etc. 
The method a can be implemented using a computer program encoding the 
method. Moreover, a computer-readable medium is described on which is 
stored a computer program having instructions for executing the 
method. A cytosensor apparatus also is described. Betta chromatophores 
were isolated and used in cytosensors to detect biol. toxins in 
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food and water, a calcium ion channel in erythrophores, and 
other agents. A two-cell cytosensor containing chromatophores and a small 
inoculum of a selected microbial cell was used to test potential 
antibiotics . 
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AB Described is a method for identification, isolation and production of 
hyperimmune serum-reactive antigens from a specific pathogen, a tumor, 
an allergen or a tissue or host prone to autoimmunity that are suited 
for use as vaccines for treating related diseases in animals 
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or humans. The method is characterized by providing an 
antibody preparation from a plasma pool of said given type of 
animal or from a human plasma pool or individual sera with 
antibodies against said specific pathogen, tumor, allergen or 
tissue or host prone to auto-immunity; providing at least one 
expression library of said specific pathogen, tumor, allergen or 
tissue or host prone to auto-immunity; screening said at least one 
expression library with said antibody preparation; identifying 
antigens which bind in said screening to antibodies in said 
antibody preparation; screening the identified antigens with 
individual antibody prepns. from individual sera from 
individuals with antibodies against said specific pathogen, 
tumor, allergen or tissue or host prone to auto-immunity; identifying 
the hyperimmune serum-reactive antigen portion of said identified 
antigens and which hyperimmune serum-reactive antigens bind to a 
relevant portion of said individual antibody prepns. from 
said individual sera; and optionally isolating said hyperimmune 
serum-reactive antigens and producing said hyperimmune serum-reactive 
antigens by chemical or recombinant methods. 
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AB This invention is directed to antigen library immunization , which 
provides methods for obtaining recombinant multivalent 
antigens having improved properties for therapeutic and 
other uses. The methods are useful for obtaining improved antigens 
that can induce an immune response against pathogens, cancer, and 
other conditions, as well as antigens that are effective in modulating 
allergy, inflammatory and autoimmune diseases. 
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surrounding one, several or all of the genes of the virus or one or 

more heterologous gene(s) in the form of ribonucleocapsids containing N, 

and L proteins , which are capable of replicating and 

assembling with the remaining structural proteins to bud and 

form virions, or which are only capable of infecting one cell, or are 

transcribing particles, are disclosed. Novel vaccines, gene 

therapy vectors and antiviral compds . based on these viral 

particles are also disclosed. 
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AB WO2005020886 A UPAB: 20050411 

NOVELTY - Identifying proteins in a pathogen, suitable as 
target in a screening assay to detect a therapeutic agent, 
comprising determining computationally from a genome wide RNA gene 
silencing database whether loss or alteration of proteins 
results in phenotypic change in pathogen, determining if the 
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proteins occur exclusively in pathogen and identifying ranking 
order for the identified proteins, is new. 

DETAILED DESCRIPTION - A computational method (Ml) for 
identifying one or more proteins in a pathogen, suitable as 
a target in a screening assay to detect a therapeutic agent, 
comprises determining computationally from a genome wide RNA gene 
silencing database whether loss or alteration of one or more 
proteins results in a phenotypic change detrimental to a 
pathogen, determining computationally whether the one or more 
proteins occur exclusively in the pathogen and not in its 
host, identifying a ranking order for the one or more identified 
proteins, and determining from the ranking order, whether the 
one or more proteins are suitable as a target in a screening 
assay to detect a therapeutic agent. 

INDEPENDENT CLAIMS are also included for: 

(1) a polynucleotide (I) comprising a nucleotide sequence capable 
of hybridizing under stringent conditions to fully defined 57 
nucleotides (SEQ ID No.l) sequence given in specification, or 
comprising a sequence that is at least 60% identical to (SEQ ID No.l), 
or comprising a fully defined 1566 nucleotides (SEQ ID No. 2) sequence 
given in specification, where the polynucleotide encodes a 

protein having independent phosphoglycerate mutase (iPGM) 
activity and expressed in a nematode other than Caenorhabditis 
elegans ; 

(2) a recombinant nematode iPGM (II) comprising at 

least 70% amino acid identity to a fully defined 19 amino acids (SEQ 
ID No. 6) sequence given in specification; 

(3) identifying (M2) an inhibitor of viability of a pathogen 
having iPGM, comprises selecting one or more candidate inhibitor 
molecules for screening for inhibitory activity of iPGM, performing a 
functional assay to determine if any of the candidate molecules are 
capable of inhibitory activity, and identifying which candidate 
molecules have iPGM inhibitory activity capable of inhibiting 
viability of the pathogen; and 

(4) treating (M3) a pathogenic infection in a host, 
where the pathogen utilizes an iPGM for interconversion of 
3-phosphoglycerate (3-PG) and 2-PG, involves obtaining an iPGM 
inhibitor in a physiological formulation, and administering a iPGM 
inhibitor to the host for treating the pathogenic infection. 

ACTIVITY - Antimicrobial; Antiparasitic; Nematocide; Fungicide; 
Protozoacide . 

MECHANISM OF ACTION - iPGM inhibitor (claimed) . Double-stranded 
RNA (dsRNA) (1 kb long), corresponding to a part of the CeiPGM cDNA, 
was prepared. Caenorhabditis elegans young adults (wild- type N2) were 
injected with 1 mg/ml or 3 mg/ml RNA into the germ line and allowed to 
recover on NGM plates overnight before singled out on fresh NGM 
plates. Each injected worm was transferred to a fresh NGM plate every 
8 or 16 hours. The embryos were counted immediately after transfer and 
the LI larvae counted approximately 24 hours later. The progeny were 
counted again when the progeny from control uninjected worms reached 
young adults. In the most severe case, RNAi inactivation of iPGM 
resulted in 100% of eggs laid failing to develop. In some plates with 
lesser embryonic lethality, a percentage of the hatched embryos showed 
some larval lethality (19% larval lethal of hatched worms (total 19 
worms) at 50-65 hours, both injected with 3 mg/ml dsRNA) and abnormal 
body morphology. 

USE - The computational method (Ml) is useful for identifying one 
or more proteins in pathogen, suitable as a target in a 
screening assay to detect a therapeutic agent. (M3) is 
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useful for treating a pathogenic infection, e.g. microbial 
pathogen, nematode, microsporidia, fungus, or protozoan, in 
a host such as a mammal or a plant, where the mammal is a companion 
mammal or a domestic mammal, preferably human (claimed) . 

DESCRIPTION OF DRAWING (S) - The figure shows a summary of the 
distribution of iPGM and dependent phosphoglycerate mutase (dPGM) in 
nature, based on a survey of the completed genomes. 
Dwg.4/13 



L34 ANSWER 2 OF 18 
ACCESSION NUMBER: 
DOC. NO. CPI: 
TITLE: 



DERWENT CLASS: 
INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
COUNTRY COUNT: 
PATENT INFORMATION: 



WPIDS COPYRIGHT 2005 THE THOMSON CORP on STN 
2004-411651 [38] WPIDS 
C2004-154575 

Preparation of multivalent conjugated vaccines, 
useful for preventing bacterial infections, comprises 
hydrolysis of saccharide antigens to generate free 
amino groups for covalent coupling to other antigens. 
B04 D16 

CABRERA BLANCO, 0; CUELLO PEREZ, M; MARTINEZ POZO, M 
E; SIERRA GONZALEZ, V G; SOTO RODRIGUEZ, C R 
(FINL-N) INST FINLAY CENT INVESTIGACION-PRODN VAC 
106 



PATENT NO 



KIND DATE 



WEEK 



LA PG 



WO 2004043489 Al 20040527 
RW: AT BE BG BW CH CY CZ 
KE LS LU MC MW MZ NL 
W: AE AG AL AM AT AU AZ 
DK DM DZ EC EE ES FI 
KP KR KZ LC LK LR LS 
OM PG PH PL PT RO RU 
UG US UZ VC VN YU ZA 
AU 2003281909 Al 20040603 



(200438)* ES 60 

DE DK EA EE ES FI FR GB GH GM GR HU IE IT 
OA PT RO SD SE SI SK SL SZ TR TZ UG ZM ZW 
BA BB BG BR BY BZ CA CH CN CO CR CU CZ DE 
GB GD GE GH GM HR HU ID IL IN IS JP KE KG 
LT LU LV MA MD MG MK MN MW MX MZ NI NO NZ 
SC SD SE SG SK SL SY TJ TM TN TR TT TZ UA 
ZM ZW 
(200470) 



APPLICATION DETAILS: 

PATENT NO KIND 



APPLICATION 



DATE 



WO 2004043489 Al 
AU 2003281909 Al 



WO 2003-CU13 
AU 2003-281909 



20031114 
20031114 



FILING DETAILS: 



PATENT NO 



KIND 



PATENT NO 



AU 2003281909 Al Based on 



WO 2004043489 



PRIORITY APPLN. INFO: CU 2002-257 20021114 

AN 2004-411651 [38] WPIDS 
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NOVELTY - Method for producing multivalent conjugated vaccines (A) 
comprising hydrolysis of saccharide antigens to generate free amino 
groups for covalent coupling to other antigens, is new. 

DETAILED DESCRIPTION - Method for producing multivalent 
conjugated vaccines (A) comprises: 

(1) treating a first saccharide antigen (Agl) for 3-10 
hours at 40-100 deg. C in a medium containing 0.1-0.9 N base; 

(2) activating carboxy groups in Agl with a carbodiimide (I); 
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(3) conjugating the activated groups with a second antigen (Ag2) , 
either protein or saccharide, and optionally pre-activated; 

(4) purifying the resulting conjugate (C) ; 

(5) activating carboxy groups in a third antigen (Ag3), using 

(I); 

(6) conjugating amino groups in (C), or amino groups generated in 
Agl by the first step, with activated Ag3; and 

(7) purifying the final conjugate (C). 

An INDEPENDENT CLAIM is also included for a multivalent vaccine 
prepared by the new method comprising a saccharide conjugate dissolved 
in a vehicle. 

ACTIVITY - Antibacterial. 

No biological data given. 

MECHANISM OF ACTION - Vaccine. 

USE - (A) are used to prevent bacterial infections, especially 
where caused by Neisseria meningitidis serogroups A or C; Salmonella 
typhi, Vibrio cholerae, Shigella or tetanus. 

ADVANTAGE - The first step generates amino groups (by hydrolysis 
of acylamino) in saccharide antigens without significant effect on 
their antigenicity. The polysaccharides can now be conjugated without 
conversion to tetrabutylammonium salts, and triple conjugates can be 
made without need for complex activating compounds, thus avoiding 
purification steps needed to eliminate such compounds. The yield of 
conjugate is improved and the number of exogenous substances present 
in the vaccine is reduced. 
Dwg. 0/14 
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AB WO2004025263 A UPAB: 20040418 

NOVELTY - Protecting animal from disease by producing disease-related 

protein or peptide from agent that causes disease in 

transformed host cell or producing protein or 

peptide capable of binding disease-causing agent in 

transformed host cell and delivering protein or 

peptide to animal suspected of being infected by agent, where 

delivery of protein inhibits or retards binding of agent 

that causes disease in one or more cells of animal. 

DETAILED DESCRIPTION - Protecting (Ml) an animal from disease, 
involves producing a disease-related protein or 
peptide from the agent that causes the disease in a 
transformed host cell or producing a protein or 
peptide capable of binding a disease-causing agent in a 
transformed host cell and delivering the protein or 
peptide to an animal suspected of being infected by the agent, 
where delivery of the protein inhibits or retards binding of 
the agent that causes the disease in one or more cells of the animal. 

An INDEPENDENT CLAIM is also included for a feed (I) 
comprising a recombinant protein or 

peptide capable of binding to a disease-causing agent and 
reducing or alleviating a disease state. 

USE - (Ml) is useful for protecting an animal from disease 
(claimed) . 

(Ml) and (I) are useful for controlling diseases in human, 
terrestrial and aquatic animals. (Ml) and (I) has both acute and 
chronic applications. The chronic applications relates to the health 
of organism that have primitive or poorly developed immune systems. 
(Ml) is useful for treating acute and chronic diseases in 
organisms having poorly developed immune systems through the delivery 
of preformed virus proteins, virus binding domains, 

receptors for the virus or domains from the receptor that bind virus. 
(Ml) provides a first response method for retarding the onset of acute 
infections in organisms with well-developed immune systems, until the 
immune response is mounted. 

ADVANTAGE - (Ml) provides rapid response to a viral disease 
threat. 
Dwg. 0/0 
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NOVELTY - Generating a population of dendritic cells comprising 
culturing or expanding CD34 + precursor cells in the presence of one or 
more cytokines for a time and under conditions sufficient to allow the 
CD34+ precursor cells to differentiate into a population of dendritic 
cells, is new. 

DETAILED DESCRIPTION - INDEPENDENT' CLAIMS are also included for: 

(1) a method for differentiating a population of CD34 + precursor 
cells into dendritic cells; 

(2) a method of inducing a gradient of differentiated dendritic 
cells from a population of CD34 + precursor cells; 

(3) a method for proliferating a population of CD34+ precursor 
cells and differentiating the expanded population into dendritic 
cells; 

(4) a method for differentiating a population of CD34+ precursor 
cells into a population of dendritic cells and proliferating the 
dendritic cells into an expanded population of dendritic cells; and 

(5) methods for inducing a protective immune response against an 
autoimmune disease, cancer or a pathogen in a subject. 

ACTIVITY - Antimicrobial; Immunosuppressive; Cytostatic. 

No biological data given. 

MECHANISM OF ACTION - Immunotherapy. 

USE - The methods and dendritic cells are useful for inducing a 
protective immune response in a subject against pathogenic infections, 
autoimmune diseases and cancer (claimed) . 
Dwg. 0/6 
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NOVELTY - A vaccine (I) comprises a plasmid having a DNA molecule 
encoding a co-stimulator molecule operably linked to a promoter, and 
at least one antigen operably linked to a promoter, and an organism 
for carrying the plasmid. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) a vaccine (II) comprising a microorganism that is attenuated 
as a result of at least one mutation in its genome, where the 
microorganism carries a plasmid capable of expressing a co-stimulator 
molecule and at least one antigen; 

(2) a vaccine (III) comprising an excipient and an organism 
carrying a plasmid independently expressing a co-stimulator molecule 
and at least one antigen; 

(3) preparing a microorganism capable of eliciting an immune 
response in a host susceptible to disease comprising mating two 
separate haploid yeast strains, where one of the strains comprises a 
plasmid capable of expressing a co-stimulator molecule and the other 
strain comprises a plasmid capable of expressing at least one antigen 

(4) treating a host infected with a pathogenic organism 

by administering a composition comprising an organism carrying a 
plasmid capable of independently expressing a co-stimulator molecule 
and at least one antigen; 

(5) eliciting an immune response in an individual by 
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administering (I) ; 

(6) an expression vector comprising a DNA molecule encoding a 
co-stimulator molecule operably linked to a promoter and at least one 
antigen operably linked to a promoter; and 

(7) a cancerous cell transfected with the expression vector of 

(6) . 

ACTIVITY - Antibacterial; Anthelmintic; Anti-HIV; 
Antiinflammatory; Antimalarial; Antiparasitic; Fungicide; 
Hepatotropic; Immuno stimulant; Immunosuppressive; Virucide. 

4-6 week female C57B1/6 mice (H-2b) from Jackson Laboratories 
(Bar Harbor, Me.) were injected with 1 million B16 melanoma stably 
transfected to express HIV-1 . gp41 . 36 by S.C.. Mice (10 per group) were 
vaccinated subcutaneously twice at day 7 and 14 with 2 mg of the 
vaccine product (expressing HIVgp21 antigen) suspended in 200 micro 1 
of saline water. Control mice were vaccinated with the vector product 
with IL-2 but without HIVgp41.36 and saline water alone. On day 28, 
tumor volume was measured using a digital caliper. 

Complete protective immunity was defined as mouse remained tumor 
free for more than 21 days after tumor completely regression. Mice 
treated with the IGVactor (that contains both IL-2 and gp41.36 
inserts) demonstrated 93% protective immunity compared with other 
control vaccines at lower rates. 

MECHANISM OF ACTION - Vaccine. 

USE - The vaccine, composition, and methods are useful for 
eliciting an immune response and for treating and preventing 
viral, bacterial, fungal, helminth, and ectoparasite infections, and 
for treating or preventing cancer. Specific conditions that 
might be prevented or treated are AIDS, cancer, Hepatitis C, 
Parainfluenza, malaria, and autoimmune diseases. 

ADVANTAGE - New generation vaccines, particularly those based on 
recombinant proteins and DNA are less immunogenic 
than traditional vaccines. The current vaccine technologies, 
especially in inducing cell-mediated immune response, have focused on 
introducing antigen in vivo via various efficient delivery systems. 
All those technologies lack delivering the powerful partner factor in 
one delivery vector system but expressed in a genetically independent 
fashion. 

The concept of the invention is that every antigen needs its 
perfect partner to co-stimulate the protective immunity. It is very 
likely that the antigen could be less reactogenic than with its 
co-stimulator delivered coincidentally . 

The gene-delivery system is held to be capable of exerting 
strong, long-term cytotoxic T-lymphocyte (CTL) memory for invoking 
major histocompatibility (MHC) class I and II dependent protective 
immunity. The vaccine introduces and expresses, in independent 
fashion, both an antigen gene or genes and a co-stimulator. Thus every 
antigen expressed is capable of having its partner to co-stimulate the 
protective immunity. 

In experiments using mouse model the vaccine gave 93% protection 
from tumor development when compared to controls. 
Dwg. 0/5 
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AUTHOR (S) : Cao Hong [Reprint Author]; Zhou Ya-Feng; Zhang 

Xiao-hua; Zhang Xian-En; Dai He-ping 
Wuhan Inst Virol, Chinese Acad Sci, Wuhan, 430071, 
China 

cao-hongcn@hotmail . com; hpdaidihb .ac.cn 
Acta Hydrobiologica Sinica, (September 2004) Vol. 28, 
No. 5, pp. 531-534. print. 
ISSN: 1000-3207. 
Article 
Chinese 

Entered STN: 9 Mar 2005 
Last Updated on STN: 9 Mar 2005 
AB White spot syndrome virus (WSSV) from 

shrimp was first found in Taiwan in 1992. Since 1993, white 

spot syndrome disease of shrimp caused by this virus was 

widely spread throughout China, Asia and Pan-Pacific Ocean It is a 

great harm to the aquaculture of shrimp. Unfortunately, we still 

haven't found a powerful method to protect or treat shrimp 

front this disease. So it is important to detect this virus in short 

time, hi our research, a gene of ScFv-Al against White 

spot syndrome virus (WSSV) from shrimp was amplified 

by PCR from phagemid vector p CANTAB 5 E and cloned into the E. 

Coli-yeast shuttle vector-pPIC9K, yielding expression vector 

pPIC9K-ScFv-Etag. The correct inserting was confirmed by PCR, Bgl II 

enzyme digestion and DNA sequencing. Then the recombinant 

vector pPIC9K-ScFv-Etag was transformed into the yeast strain 

GS115(Pichia pastoris GS115)by sephroplasting and the ScFvAl was 

expressed under the control of the AOX1 promoter. After induced by 2\ 

methanol every 24 hours for 96 hours, the ScFvAl could be secreted 

into the supernatant. From the SDS-PAGE we found that the molecular 

weight of the protein was about 32KD. Its WSSV 

binding activity could be detected by ELISA. And we found that its 
WSSV binding was 6-7 times higher than negative comparison. 
The result suggests that the genetically engineered single chain 
antibody can be expressed in the eucaryotic system 

successfully. It means that we can use yeast as a expression system 
to produce the antibody to detect, prevent, and inhibit the 
White spot syndrome virus in the near future. 



L34 ANSWER 7 OF 18 
ACCESSION NUMBER: 
CROSS REFERENCE: 
DOC. NO. CPI: 
TITLE: 



DERWENT CLASS: 
INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
COUNTRY COUNT: 
PATENT INFORMATION: 



WPIDS COPYRIGHT 2005 THE THOMSON CORP on STN 
2003-712618 [67] WPIDS 
1999-180764 [15]; 2000-687450 [67] 
C2003-195993 

Non-invasive genetic immunization, useful for 

treating or preventing tumors and infections, 

by applying to the skin a vector that expresses a 

gene product. 
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NOVELTY - Non-invasive genetic immunization of an animal and/or 
inducing a systemic immune or therapeutic response to a gene 
product (I) in an animal comprising treating the skin with a 
system expressing a nucleic acid (II) that encodes (I), is new. The 
system is a bacterial, baculovirus or yeast vector, vertebrate tissue 
culture cells, non-replicative bacterium, virus of fungus, 
or( a cell-free extract prepared by filtering disrupted cells or 
vectors. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for 
a method of increasing the immunogenicity and efficacy of an 
epicutaneous vaccine by mixing it with heat-shock protein 
(hsp) 27. 

ACTIVITY - Cytostatic; Virucide; Anti-HIV; Hepatotropic; 
Antiinflammatory; Dermatological ; Analgesic; Protozoacide ; 
Anticonvulsant . 

Mice were treated topically (using a patch) with 108 
plaque-forming units of two recombinant adenoviral vectors, 
one expressing hemagglutinin and the other nuclear antigen, both from 
influenza, with 3 doses given at weekly intervals. One week after the 
last dose, serum was analyzed by enzyme-linked immunosorbent assay for 
anti-influenza immunoglobulin G. The mean titer was over 104 and the 
hemagglutin titer was almost 100. 

MECHANISM OF ACTION - Vaccine. 

USE - The method is used to induce a protective or 
therapeutic response against a pathogen or neoplasm, in 
humans, pets, farm animals and other vertebrates, specifically against 
influenza and other viruses (including HIV, hepatitis B and rabies), 
tumors (by expressing an oncogene, tumor suppressor ot 
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tumor-associated gene) , also tetanus, tuberculosis and malaria, and to 
express botulinum toxin A, either for cosmetic use (treating 
wrinkles on face and neck) or for treating neuromuscular 
disorders characterized by hyperactive skeletal muscles, e.g. 
migraine, headaches, strabismus, hyperhidrosis and cerebral palsy. 

ADVANTAGE - Topical application of vaccines eliminates 
side-effects associated with injections and does not require trained 
personnel . 
Dwg. 0/26 
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DOCUMENT TYPE: Article 

LANGUAGE: English 

ENTRY DATE: Entered STN: 14 Jan 2004 

Last Updated on STN: 14 Jan 2004 

AB Vibrio cholerae strain 638 is a live genetically attenuated 

candidate cholera vaccine in which the CTXPHI prophage encoding 
cholera toxin has been deleted and hapA, encoding an extracellular 
Zn-dependent metalloprotease, was insertionally inactivated. Strain 
638 was highly immunogenic when inoculated to adult Swiss mice by the 
intranasal route as judged by the induction of a strong serum 
vibriocidal antibody response. A side-by-side comparison of 
strain 638 with its isogenic hapA+ precursor (strain 81) in the above 
model indicated that inactivation of hapA does not affect 
immunogenicity. The spherule-associated antigen 2/proline-rich 
antigen (Ag2/PRA) of Coccidioides immitis has been shown to protect 
mice against coccidioidomycosis to an extent dependent on the modes of 
antigen presentation and challenge with C. immitis arthrospores . In 
this work, we demonstrate the use of a live genetically attenuated V. 
cholerae strain to deliver Ag2/PRA. Ag2/PRA was expressed in 638 as a 
fusion protein with the Escherichia coli heat labile toxin B 
subunit leader peptide using the strong Tac promoter. The 
recombinant Ag2/PRA was efficiently expressed, processed and 
secreted to the periplasmic space. Intranasal immunizations of adult 
mice with strain 638 expressing Ag2/PRA induced serum vibriocidal 
antibody response to the vector strain and serum total IgG 
response to Ag2/PRA. Strain 638 expressing PRA could be recovered 
from trachea and lung up to 20 h after immunization but was 
effectively cleared 72 h post-inoculation. 
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NOVELTY - An animal feed containing microbial biomass 
comprises at least one protein and/or antibody, 
which are non-native to the microbes of the biomass. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
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following: 

(1) Delivering therapeutic/ bioactive or 
nutritional protein to an animal involves 
administering to an animal a feed comprising a microbe 
expressing a non-native therapeutic/ bioactive or 
nutritional protein; 

(2) A probiotic bacteria that carries a vaccine and delivers an 
antimicrobial compound; 

(3) Delivering a vaccine to an animal using a probiotic bacteria 
expressing the vaccine that grows in the intestine; 

(4) Delivering an antimicrobial compound to an animal using 
antimicrobial-expressing probiotic bacteria that grows in the 
intestine. 

ACTIVITY - Antimicrobial-Gen.; Virucide. 
MECHANISM OF ACTION - Vaccine. 
USE - The feed is used for delivering 
therapeutic, bioactive or nutritional 

proteins to the non-human animal subjected to intensive 
agriculture practices and in aquaculture; to immunize an animal by 
providing to the animal a probiotic bacteria expressing a vaccine in 
the diet (claimed) . 

ADVANTAGE - The growth of certain pathogenic microorganisms in a 
pond is controlled by using recombinant microbes or virus 
infected microbes to deliver the bioactive protein of 

choice; also provides an approach to disease control which may be the 
solution to an impending ecological disaster that will result from the 
present uncontrolled practice of dumping of toxic chemicals and 
antibiotics into the water systems to control the bacterial, fungal or 
viral pathogens; also provides a solution to the problem of 
devastation of shrimps using a biological control method using 
microalgae as the vector to deliver anti-White Spot 
antibodies directly to the gut of the shrimp, known as passive 
immunity because the antibody remains outside the host 
organism and simply prevents infestation through the gut wall. 
Dwg. 0/0 
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NOVELTY - Enzymatic treatment of proteinaceous fibers 
comprises contacting protein fiber with an aqueous solution 
comprising tyrosinase enzyme to oxidize tyrosine residues in 
proteinaceous fibers . 

USE - For treating proteinaceous fibers comprising, 
e.g., fabric, garment, top or animal or human hair, wool, silk, 
spidersilk. 

ADVANTAGE - The method imparts improvements in shrink-resistance 
and other properties but causes less fiber damage than known enzymatic 
treatments. The tyrosinase treatment can result in 
more crosslinking, leading to greater strength, better creasing 
behavior and a reduction in felting shrinkage. The wettability may be 
altered due to surface oxidation so that dyeing or printing of the 
fabric is improved. The treatment also imparts machine 
washability and improves comfort factor of wool or other 
protein-containing animal fiber apparel. 

DESCRIPTION OF DRAWING (S) - The figure shows tyrosine activity, 
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pH and amount of viable cells during cultivation of the tyrosinase 

producing bacterium DSM 13540. 
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NOVELTY - Increasing (Ml) expression of native extracellular inducible 
microbial enzymes (I) from Trichoderma or Gliocladium species by 
culturing the species in medium containing sufficient material to 
induce expression 'of (I), low levels of carbohydrates (or a carbon 
source not repressive of (I) expression), and/or low levels of reduced 
nitrogen compounds , is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) repressing (M2) expression of native proteins and 
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enhancing expression of proteins encoded by transgenes (TGs) 
in a culture of fungi/ by culturing fungi/ which 

have been transformed with at least one TG controlled by a promoter, 
in a medium containing an inducer of the promoter, high levels of 
carbohydrates, and/or high levels of reduced nitrogen compounds under 
suitable conditions to repress expression of native proteins 
and to enhance expression of proteins encoded by TG; 

(2) a composition (II) comprising a fungal and/or bacterial (I); 

and 

(3) enhancing (M3) purity of a heterologous recombinant 
protein expressed in a culture of fungi by culturing 

the recombinant fungi in a medium containing 

nitrate as the medium 1 s sole nitrogen source under conditions 
effective to induce expression of the heterologous protein 
while reducing expression of other proteins. 

USE - (II) is useful for releasing N-acetylglucosamine from a 
chitinous source by treating the source with (II) carried 
under suitable conditions (preferably under alkaline pH conditions 
effective to produce an oligomer of N-acetylglucosamine) , for 
repeatedly degrading different chitinous substrates by 
treating (Trl) a first chitinous substrate with (II) to 
produce chitin, terminating Trl, treating (Tr2) a second 
chitinous substrate with (II) used to carry out a similar 
treating step as Trl under conditions effective to produce . 
chitin, and preferably further comprises terminating Tr2, repeating 
the treatments with (II) to carry out the treatment 
repeatedly. 

(Ml) is useful for increasing expression of native extracellular 
inducible microbial enzymes (I) from Trichoderma or Gliocladium 
species. (M2) is useful for repressing expression of native 
proteins and enhancing expression of proteins 
encoded by TGs in a culture of fungi, and (M3) is useful for 
enhancing purity of a heterologous recombinant 
protein expressed in a culture of fungi (all 
claimed) . 

(II) were tested for synergism in their function in 
N-Acetylglucosamine production. Enzymes from T.atroviride was used in 
combination with an enzyme from the bacterium Streptomyces 
albidoflavus . The digestion studies with the combination of the 
enzymes, on chitin containing source material, which include crab, 
shell chitin, chitin from langoustino shells or hydrated and swollen 
colloidal chitin from the same source was carried out, where the 
digestion under same conditions using (1:1) mixture of T.atroviride 
strain PI and S. albidoflavus extracellular enzymes, at pH of 5.0 was 
carried out. Results showed a mixture of enzymes was more effective 
than either one singly, and were, in fact, synergistic in their 
ability to degrade various forms of chitin to N-acetylglucosaminidase . 
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NOVELTY - Strain (A) of a bacterium that is attenuated by altering its 

DNA adenine methylase (Dam) activity. 
ACTIVITY - Antibacterial. 

A Dam- strain of Salmonella typhimurium (109 cells) was 
administered perorally to mice, then 5 weeks later the animals were 
challenged with 109 wild-type S. typhimurium cells. All vaccinated 
animals were still alive after 4 weeks, compared to none in an 
untreated control group. 

MECHANISM OF ACTION - Induction of a specific immune response, 
humoral or cellular; Vaccine. 

USE - (A) are used, in human or veterinary medicine, as vaccines 
(live or killed) to prevent or treat a wide range of 
bacterial infections, caused e.g. by Escherichia, Vibrio, 
Yersinia, Salmonella or Haemophilus (claimed), including 
cross-protection between species. (A) may also include additional 
antigens from other pathogens, for preparation of multivalent 
vaccines . 

ADVANTAGE - (A) provide a level of antibodies at least 
150% compared with that produced by unmodified bacteria, and (A) 
remain in the system for long enough for isotype switching and clonal 
expansion of B cells to occur. (A) contain non-reverting mutations. 
Dam is a regulator of bacterial genes and is essential for virulence. 
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NOVELTY - Treating an allergy in a subject susceptible to an 
anaphylactic allergic response to an allergen comprising providing a 
composition containing microorganisms that produce the allergen and 
administering the composition to the subject at an effective and 
non-toxic dose, is new. 

ACTIVITY - Antiallergic. 
MECHANISM OF ACTION - Vaccine. 

The immune response of mice injected with allergen-producing 
bacteria. Blood was collected from the tail vein of each mouse used 
before the first injection. Enough blood was collected for 
antibody enzyme linked immunosorbant assay (ELISA) for each 
allergen and Escherichia coli proteins. On day zero, each 
mouse was injected with 100 micro liters of the killed E. coli samples 
subcutaneously in the left hind flank. The mice were injected for the 
second time on day 14 using the same procedure. On day 21 a second 
blood sample was collected from each mouse. Blood samples at day 0 and 
21 were assayed for immunoglobulin Gl (IgGl) and IgG2a 
antibodies to either Ara h 1, Ara h 2 or Ara h 3 by an ELISA 
assay. Mice injected with E. coli producing Ara h 2 contained 
relatively high levels of IgGl and IgG2a. Mice injected with E. coli 
producing Ara h 3 contained relatively high levels of IgG2a (T-helper 
lymphocyte type response) and low levels of IgGl (indicative of 
T-helper lymphocyte type response) . 

USE - The microorganism containing composition is useful for 
vaccination or induction of tolerance to allergens for the 
treatment of allergy (claimed) . In particular the composition 
is useful for treating individuals allergic to food 
, venom or rubber allergens. 

ADVANTAGE - Allergens encapsulated within microorganisms offers a 
number of advantages over prior art methods. Microorganisms provide an 
adjuvant effect which elicits a T helper lymphocyte type immune 
response from the individual. The use of non-pathogenic, 
non-infectious, attenuated and/or killed microorganisms reduces or 
eliminates toxicity which may be associated with allergen delivery 
vehicles. The processed allergen have a reduced ability or no ability 
to bind and cross link immunoglobulin antibodies located on 
the surface of mast cells and basophils leading to the release of 
histamines and other vasodilators responsible for allergic and 
sometimes fatal anaphylactic responses. In addition production of the 
allergen occurs inside the antigen presenting cells and therefore 
reduces or eliminates the exposure of the allergen to IgE molecules 
bound to the surface of histamine releasing mast cells and basophils. 
This reduces or eliminates the risk of anaphylaxis during 
administration of microorganisms that produce anaphylactic antigens. 
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NOVELTY - A method (Ml) of modifying an anti-microbial immune response 
in a subject, comprising modifying an IGTP (interf eron-gamma-induced 
GTPase) -family protein activity in the subject to enhance or 
inhibit the immune response, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 
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(1) a kit for use with Ml, comprising at least one IGTP-family 
protein specific protein binding agent; 

(2) a transgenic non-human animal in which IGTP-family member 
gene expression has been altered; 

(3) a method (M2) of screening for an anti-microbial compound, 
comprising administering a candidate compound to the transgenic animal 
of (2); 

(4) a pharmaceutical composition comprising a 
therapeutically effective amount of at least one 
anti-microbial compound, and a therapeutically effective 
amount of at least one IGTP-family protein, or its fragment, 
variant, analog or mimetic, or a nucleic acid that encodes an 
IGTP-family protein, or its fragment, variant, analog, 
derivative or mimetic; and 

(5) a kit comprising the above pharmaceutical composition. 
ACTIVITY - Immunostimulant; immunosuppressive; antibacterial; 

antiprotozoal ; antihelminthic; antiviral ; antifungal ; antirheumatic ; 
antiarthritic; antidiabetic; neuroprotective. 

IGTP deficient and wild-type mice were injected, 
intraperitoneally (i.p.), with 0.5 ml phosphate buffered saline ( PBS) 
containing 20 cysts of the avirulent ME49 strain of Toxoplasma gondii, 
that had been prepared from the brains of infected C57 BL/6 mice. The 
mice were monitored daily. 

For ex vivo cytokine analysis, single-cell spleen cell and 
peritoneal exudate cell cultures were prepared from infected mice, and 
red cells were removed from the spleen cells using ACK lysing buffer 
(Bio Whittaker) . The spleen cells and PECs were then cultured in 96 
well plates, at 800000 and 400000 cells per well respectively, in 200 
microlitres RPMI medium (Life Technologies) supplemented with 10% 
(v/v) fetal bovine serum (Life Technologies) . When indicated, cell 
cultures were stimulated with 10 mg/ml plate-bound anti-CD3 
(Pharmigen) or 10 mg/ml STAg (soluble tachyzoite antigen) , which had 
been prepared from sonicated RH parasites as previously described 
(Grunvald et al., Infect. Immun., 64:2010-2018, 1996). Conditioned 
media were collected 72 hours later for determination of 
interf eron-gamma and interleukin-12 (IL-12) p40 levels using sandwich 
ELISA as described previously (Scharton-Kersten, et al . , J. Immunol., 
157:4045-4054, 1996) . 

Sera were prepared from blood that was collected at the time of 
sacrifice, allowed to clot, and then centrifuged at 6000 rpm 
(rotations per minute) for 10 minutes. 

The IGTP-def icient mice showed a complete inability to restrict 
acute T. gondii infection, which was used as a model for parasitic 
protozoan infection. All IGTP-def icient mice inoculated i.p. with 20 
cysts of the parasite died within 8-12 days, while wild-type mice 
survived the infection. 

MECHANISM OF ACTION - Agonist. 

USE - The method is useful for treating or preventing a 
disease caused by a bacteria or a parasite (preferably T. gondii) 
(claimed) . 

The IGTP-family proteins are useful for 
treating infections caused by parasites (including protozoan 
and helminth parasites), bacteria, viruses, and fungi. The 
IGTP-family protein or encoding nucleic acids will also be 
useful for treating auto-immune diseases that are mediated 
by over- or under-active Thl immune activity in a subject, e.g. 
irritable bowel disease (IBD), rheumatoid arthritis, auto-immune 
diabetes mellitus, lupus erythematosis , sarcoidosis, multiple 
sclerosis, chronic delayed type hypersensitivity, and auto-immune 
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encephalomyelitis , 
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NOVELTY - An oral vaccine (A) containing a recombinant 
lactic acid bacterium that expresses a heterologous antigen (Ag) in 
vivo, intracellularly and/or at the cell surface, as the 
immunogenicity-eli citing component (the bacterium used is 
Lactobacillus plantarum) , is new, 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(a) a recombinant L. plantarum (strain 256), for use in 
the vaccines; and 

(b) an expression vector for intracellular expression and 
exposure of Ag by L. plantarum under the conditions that exist in the 
gastrointestinal tract. 

ACTIVITY - Virucide; antimicrobial; anti-allergic; fungicide; 
protozoacide . 

MECHANISM OF ACTION - Vaccine; induction of a specific immune 
response . 

L. plantarum containing the plasmid pLP503-TTFC (expressing 
intracellularly the TTFC tetanus antigen) was administered orally (5 
multiply 109 cells) to mice. Following two booster doses, the 
TTFC-specif ic antibody titer increased to 103 by day 77. 
USE - (A) are used to protect against: 
(i) a wide range of bacteria, viruses, fungi and 
protozoa, especially those that colonize the mucosa or 
gastrointestinal tract; and 
(ii) allergens. 

ADVANTAGE - The vaccines can be administered safely to all 
humans, including infants, the elderly and immunocompromised subjects. 
L. plantarum colonizes at least part of the gastrointestinal tract 
(particularly the small intestines), has good persistence and provides 
higher-level expression of Ag compared with L. casei. L. plantarum is 
generally recognized as safe and is particularly a food 
-grade strain. 

The recombinant L. plantarum persists for over 5, 
especially 20, days, i.e. longer than L. plantarum 80 and preferably 
longer than strain NCIMB 8826 under the same conditions. 
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NOVELTY - An antigenic composition which comprises a mutant cholera 
holotoxin featuring a point mutation at amino acid 29 of the A subunit 
where the glutamic acid residue is replaced by an amino acid other 
than aspartic acid. 

DETAILED DESCRIPTION - The antigenic composition (AC) enhances 
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the immune response in a vertebrate host to an antigen selected from a 
pathogenic bacterium, virus, fungus or parasite. The 
holotoxin has reduced toxicity compared to a wild-type cholera 
holotoxin. INDEPENDENT CLAIMS are also included for the following: 

(1) a plasmid containing an isolated and purified DNA sequence 
comprising a DNA sequence which encodes an immunogenic mutant cholera 
holotoxin having a substitution other than aspartic acid for the 
glutamic acid at position 29 of the A subunit of the cholera holotoxin 
and where the DNA sequence is operatively linked to an arabinose 
inducible promoter; 

(2) a host cell transformed, transduced or transfected with the 
plasmid of claim (1) ; and 

(3) producing an immunogenic mutant cholera holotoxin where the 
holotoxin has reduced toxicity compared to the wild type and has a 
substitution other than aspartic acid for the glutamic acid at 
position 29 of the A subunit of cholera holotoxin. The method 
comprises transforming, transducing or transfecting a host cell with 
the plasmid of claim (1) and culturing the host cell under conditions 
which permit the expression of the recombinant immunogenic 
detoxified protein by the host cell. 

ACTIVITY - Immunostimulatory. 1 micro g of CT-CRM-E29H 
facilitated the greatest systemic and local humoral immune responses 
against rP4 protein. This example describes the immune 
responses of BALB/c mice immunized with recombinant (r) P4 
and P6 Outer Membrane Proteins of Nontypable Haemophilus 
influenzea (NTHi) . In a first experiment, five BALB/c mice per group 
were immunized intranasally on days 0, 21 and 35 with a 10 mu 1 dose 
containing 5 micro g rP4 or 10 micro g rP6 plus 1 micro g of the 
adjuvant (CT, CT-B, E29H, E110D, E112D, R7K and R11K) . The anti-rP4 
IgG antibody titers were determined by ELISA on pooled 
samples collected at days 0, 21, 35 and 48. For the cholera mutant 
adjuvant E29H the titre increased from 1.052 at day 0 to 95,922 at day 
48 this compared to 1,157 at day 0 to 1,968 at day 48 where no 
adjuvant was added. 

MECHANISM OF ACTION - Induction of IgA in mucosal surfaces. The 
IgA response in a bronchoalveolar wash on day 49 after immunization 
with a dose containing rP4 and the adjuvant E29H showed titre of 845 
compared to 27 when no adjuvant was added. 

USE - A method is claimed for increasing the ability of an 
antigenic composition (AC) to enhance an immune response of a 
vertebrate host against a selected antigen such as a pathogenic 
bacterium, virus, fungus or parasite, by administration of 
the antigenic composition. An effective amount of the cholera 
holotoxin is used to enhance this immune response in a vertebrate host 
to the antigen. The preferred antigenic compositions listed under 
preferred composition are able to elicit an increased immune response 
of a vertebrate host. Desirable bacterial vaccines including the 
CT-CRM mutants as an adjuvant include those directed to the prevention 
and/or treatment of disease caused by Haemophilus 

influenzae, Haemophilus somnus, Moraxella catarrhalis, Streptococcus 
pyrogens, Streptococcus agalactiae, Helicobacter pylori, Neisseria 
meningitidis, Neisseria gonorrohoea Chlamydia trachomatis, Salmonella 
typhi, Eschericia coli, Shigella, Vibrio cholerae, 

Corynebacterium diphtheriae, Mycobacterium tuberculosis Mycobacterium 
avium-Mycobacterium intracellular complex, Proteus mirabilis, Proteus 
vulgaris, Staphylococcus aureus, Clostridium tetani, Leptospira 
interrogans and Mycoplasma gallisepticum. Desirable viral vaccines 
including the CT-CRM mutants as an adjuvant include those directed to 
the prevention and/or treatment of disease caused by the 
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following viruses: Respiratory synctial virus, Parainfluenza virus 
types 1-3, Influenza virus, Herpes simplex virus, Human 
cytometagalovirus, Human immunodeficiency virus, Hepatitis A, B and C, 
Human papillomavirus, poliovirus, rotavirus, calciviruses , Measles 
virus, Mumps virus, Rubella virus, adenovirus, rabies virus, canine 
distemper virus, feline leukemia virus, Marek's disease virus, equine 
arteritis virus and various Encephalitis viruses. Desirable vaccines 
against fungal pathogens include those directed to the prevention 
and/or treatment of disease caused by Aspergillus 
Blastomyces, Candida, Coccidiodes, Cryptococcus and Histoplasma. 
Desirable vaccines against parasites including the CR-CRM mutants as 
an adjuvant include those directed to the prevention and/or 
treatment of disease caused by Leishmania major, Ascaris, 
Trichuris, Giardia, Schistosoma, Cryptosporidium, Trichomonas, 
Toxoplasma gondii and Pneumocystis carinii. 

ADVANTAGE - Parenteral immunization regimens are usually 
ineffective in inducing secretory IgA responses. However, in this 
approach the coadministration of (cholera toxin) CT, which is a 
mucosal adjuvant, with an unrelated antigen results in the induction 
of concurrent circulating and mucosal antibody responses to 
that antigen. The mutated CT has reduced toxicity so that the symptoms 
of diarrhoea caused by wild type CT are reduced. 
Dwg. 0/14 
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NOVELTY - A recombinant gene comprising a nucleotide 

sequence that encodes a flagellin fusion protein, is new. 

The fusion protein comprises an amino acid sequence 

specifying an epitope encoded by a Salmonella flagellin structural 

gene and an epitope of a heterologous organism that is immunogenic 

upon introduction of the fusion protein into a vertebrate 

host . 

DETAILED DESCRIPTION - The protein comprises a 
flagellin sequence containing a first epitope of a Salmonella Hl-d 
flagellin structural gene with at least 1 epitope of a heterologous 
organism inserted within the flagellin sequence, where the flagellin 
protein is capable of binding to an anti-f lagellin 
antibody. The DNA encoding at least 1 epitope of the 

heterologous organism is inserted in place of the DNA that naturally 
occurs between the natural EcoRV sites of the Salmonella Hl-d gene. 
INDEPENDENT CLAIMS are also included for the following: 

(1) a plasmid comprising pPX1653, pPX1662, pLS411 or pROTA92-19 
as deposited with the American Type Culture Collection (ATCC) and 
assigned the accession numbers 67688, 67687, 67686 and 67945, 
respectively; and 

(2) a recombinant microorganism containing one of the 
above plasmids . 

ACTIVITY - Antiallergic; cytostatic; immunostimulant . 

C57BL/6 mice were immunized with partially purified flagella 
isolated from S. dublin SL1438 expressing, in each flagellin molecul 
two copies of the P. berghei CS immunodominant repeat or wild type 
Hl-d flagella. Mice were injected subcutaneously with 25 mu g of 
flagellin protein emulsified in complete Freund's adjuvant 
at week 0 and boosted with 25 mu g of the same preparation 
subcutaneously in incomplete Freund's adjuvant 4 weeks later. Animal 
were bled prior to the first and second immunizations and again two 
weeks after the booster. Sera were assayed by ELISA (enzyme linked 
immunosorbent assay) for antibodies specific for synthetic 
peptides encoding two copies of the P. berghei CS repeat 
(DPAPPNAN) . Anti-P. berghei antibodies were slightly above 
background 4 weeks after the primary immunization, and levels 
increased dramatically following the booster immunization, whereas 
levels of these antibodies in animals immunized with control 
wild type flagella were not significantly different from prebleed 
values. Immunization with live S. dublin SL1438 expressing 
recombinant flagella carrying the P. berghei CS epitope also 
induced significant levels of serum antibodies to this 
epitope relative to control animals . 

MECHANISM OF ACTION - Vaccine. 

USE - The recombinant flagellin gene and 
protein can be formulated for use as vaccines for protection 
against infection. The vaccine formulations are useful for producing 
antibodies for use in passive immunotherapy, in which 
short-term protection of a host is achieved by the administration of 
pre-formed antibody directed against a heterologous 
organism. The vaccines are also useful for eliciting anti-hormone 
responses for enhanced contraception, enhanced feed 
conversion and hormone imbalance. Further uses include anticancer 
therapy and prophylaxis, anti-allergy therapy and 
production of immunotherapeutic agents. The antibodies 
generated against heterologous organisms by immunization with the 
recombinant flagellin are potentially useful in diagnostic 
immunoassays, passive immunotherapy, or generation of antiidiotypic 
antibodies . 
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NOVELTY - A modified immunoglobulin (mlg) , or its fragment, that binds 
immunospecif ically to one member (Ml) of a binding pair comprises a 
variable domain (V) having at least one CDR (complementarity 
determining region) that contains a portion of the second member (M2) 
of the pair. 

DETAILED DESCRIPTION - A modified immunoglobulin (mlg) , or its 
fragment, that binds immunospecif ically to one member (Ml) of a 
binding pair comprises a variable domain (V) having at least one CDR 
(complementarity determining region) that contains a portion of the 
second member (M2) of the pair. This portion is not present in the 
natural CDR and Ml is a cancer antigen, infectious disease agent 
antigen, a cellular receptor for an infectious agent (provided the 
binding site is not NANP or NVDP) or a member of a receptor-ligand 
pair. 

INDEPENDENT CLAIMS are also included for the following: 

(1) molecules (I) containing (V); 

(2) nucleic acid (II) encoding mlg or (I), optionally in the form 
of a vector; 

(3) cells and recombinant non-human animals containing 



(5) method for identifying, measuring or detecting a cancer 
antigen, infectious agent antigen, ligand or receptor by detecting 
binding to mlg; 

(6) kits for method (5); 

(7) diagnosing cancer (or predisposition to it) and infectious 
diseases by measuring binding to mlg; 

(8) treatment or prevention of cancer or infectious 
disease by administration of mlg; 

(9) modulating activity of Ml by administering mlg; 

(10) recombinant production of mlg; 

(11) synthesis of (II); and 

(12) (II) produced by (11). 

ACTIVITY - Anticancer; antibacterial; antifungal; antiviral; 
antiparasitic; anti-arthritic; anti-allergic. 

MECHANISM OF ACTION - mlg neutralize antigens directly or they 
induce an anti-idiotype immune response. 

USE - mlg (also related molecules (I) containing the same V 
region) , optionally coupled to a chemotherapeutic agent, are used in 
therapeutic and/or prophylactic compositions, or vaccines, 
against cancers, infectious or autoimmune diseases (rheumatoid 
arthritis, ulcerative colitis or psoriasis) or allergies. They can 
also be used as immunoassay reagents for diagnosing these conditions, 
mlg can be used in human or veterinary medicine. 

ADVANTAGE - mlg have higher affinity or specificity than native 
antibodies^ particularly a binding constant of at least 20 
million M. Manipulation of CDR ensures binding specificity and avoids 
the unpredictable immunization and screening procedures currently 
used. It is now possible to generate antibodies against 
antigens that are inaccessible, by virtue of immune tolerance or 



(ID ; 



(4) pharmaceutical compositions or vaccines containing mlg or 



(I); 
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